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WRAMC #7605, Combination Chemotherapy of Advanced Pancreatic 272
Carcinoma with 5-Fluorouracil, Mitomycin~C and Streptozotocin,

(FY-76 C)

WRAMC #7606, Phase I-II Study of High Dose Methotrexate (MTX) 273

with Citrovorum Factor Rescue for Children and Adults with Metas-
tatic Osteosarcoma and Advanced Glimos of the Brain, (FY-76 C)
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DEPARTMENT OF MEDICINE (coniinued)'

Hematology~Oncology Service (continued) PAGE
1654  WRAMC #7601-A, The Treatment of Unresectable Bronchogenic 274

Carcinoma with CCNU 2(2 Chlorethyl)-3~Cyclohexyl-1-Nitrosourea,
Cyclophosphamide, Adriamycin, Procarbazine, Hexamethylsmalamine,
Methotrexate and Irradiation. (FY-77 SP 0O)

1655  WRAMC #7607, Chemoimmunotherapy of Carcinoma of the Lung 276
Using High-Dose Methotrexate and Citrovorum Factor with or
without BCG. (FY-17 Q)

1637 WRAMC #7701, Velban, Bleomycin and Cis-Platinum in the Treat- 278
ment of Head and Neck Malignancies. (FY-77 SP Q)

1658 WRAMC #7702, Adjuvant Chemotherapy of Prostatic Carcinoma 281
with Adriamycin and Cis-Diamminedichloroplatinum O, (FY~
78 Q)

1859 WRAMC #7703, Hepatic Artery Infusion with 5=-Fluorouracil. 282
(FY-78 T)

1661 Polycythemia Vera Study Group Protocols, 5,6,7, and 8, The 284 .
Treatment of Thrombosis in Patients with Polycythemia Vera. (__‘
(FY-78 Q)

1664 WRAMC #7705, Metastatic Colo-Ractal Carcinoma. (FY=78 Q) 287

1665 WRAMC #7706, Treatment of Refractory Gastrointestinal Tumors 289
with Chlorambucil and Methotrexate, (FY~78 O)

1666 WRAMC #7801, Immunological Evaluation and Phase I Immuno- 290
therapy Trial of Patients with Various Carcinomas., (FY-78 O)

1667 WRAMC #7803, Metastatic Breast Carcinoma. (FY-78 O) 292

1663 VIRAMC #7307, Effect of N~Acetyl-Cysteine on Adriamycin- 204

Induced Acute Cardiac Damage, (FY-79 O)

1672 Tumor Tissue for Extract Preparation. (FY-79 O) 296

TP T

Dermatolog» Service

3
1801 Direct Immunofluorescenze in Mixed Connective Tissue Disease, 297
(FY-77 0) C
k Q a
3 Infectious Disease Service
¥ 1901 The Z&cacy of Annsera to Gram Negative Endotoxin 1n the 299

3 Therany of Gram Negative Sepsis., (FY-73 O)
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DEPARTMENT OF MEDICINE (continued)
Infectious Disease Service (continued)

1903

1904

1905

1906

1908

1909

1910

1911

1912

Persistence of T, Pallidum in Neurosyphilis, (FY 77 P O)

Access Shunt Infections on Patients Undergoing Kidney Dialysis.
(FY-77 SP Q)

Local Immune Respoﬂses to Neisseria Gonorrhoeae in Humans,
(FY=1T PO)

The Limulus Lysate Assay for the Determination of Gram .
Negative Meningitis Septic Arthritis and Contamination of Intra=
venous Fluids, (FY*78 O)

Evaluation of Sodium Stibogluconate (PeutostamR) in the Treatment
of Cutaneous Leishmaniasis. (FY-78 0)

Immunological Evaluation of Patients with Cutaneous Leishmaniasis,
(FY-178 0)

Longitudinal Survey of Candida Serology and Antigenemia with
Special Reference to Dissemination, (FY-78 T)

In Vitro Inhibitory Activity of a Series of 2-Acetyl-~
thiosemioarbazones toward a Group of Clinically Significant
Bacterial Genera. (FY-78 P 0)

Determination of Vancomycin Levels in Clinical Samples using
High Pressure Liquid Chromatography. (FY-78 P O)

DEPARTMENT OF SURGERY

Gemeral Surgery Service

2000

The Effects of Gastric Surgery on the Release of Pancreatic
Polypeptide, (FY-78 O)

Peripheral Vascular Service

2101

2104

2105

2106

Investigation of Vascular Injuries, Vascular Disease, Vascular
Grafts and Operating Procedures, (FY-69 T)

Evaluat.on of the Efficacy uf Suppressing Platelet Activity in
Patients with Intermittent Claudication. (FY-77 O)

Rapid Screening for Coagulation Abnormalities. (FY-79 O)
Management of the Hemodynamically Significant, Asymptomatic
Carotid Bruit. (FY-79 Q)

xiii

TN

301

302

305

s11

315

318

320

321

328

* 330

331

332

334
336




el

TR TR

DEPARTMENT OF SURGERY (continued)

Peripheral Vascular Surgery Service (continued)

2107

Perioperative Thrombosis Prophylaxis in Patients with Peripheral

Vascular Disease. (FY-79 O0)

Ophthalmology Service

2306

2308

2309

2310

2312

Clinical Quantification of Intraccular Malignant Melanoma Volume,
FY-76 0)

Scleral Buckling for Retinal Detachment 1973-1976. A Retrospec-
tive View (FY-78 O)

A Study of Eye Trauma and Treatment in the Military. (FY-78 O)
Intraocular Lens., (FY-78 O)

Corneal Endothelial Cell Loss Following Various Cataract Extrac-
tion Techniques. (FY-79 O)

Orthopedic Service

2400

Effect of Acute Anterior Cruciate Ligament Reconstruction in
the Monkey., (FY-79 T)

Otolaryngology Service

2512

2516

The Effects of Hearing Impairment and Acoustic Filtering on
the Preception of Speech. (FY-76 C)

The Effect of Amplification on Limited High-Frequency Hearing
Loss. (FY-7T PO)

Evaluation of a Specialized Technique for Tra.i.fxing Audiovisual
Integration in Hard-oi-Hearing Patients, (FY-73 O)

The Effects of Analytic Training on the Sentence Recognition Ability
of Hearing-Impaired Soldiers, (FY-78 C)

The Effect of the Change of Body Position on Nystagmus Induced by
Bithermal Caloric Irrigation and on Spontaneous Nystagmus during
Electronystagmography. (FY-78 C)

Reaction Times of Stuttersrs and Nonstutterers, (FY-78 SP ()

Monaural Versus Binaural Ampiification for Hearing Impaired
Listeners, (FTVv-73 SPC)

xiv
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DEPARTMENT OF SURGERY (continued)
Otolaryngology Service (continued)

2523 The Relationship between Electroacoustic Parameters and Perceivéd
Sound Quality of Hearing Aids. (FY-78 SPO)

2524 The Effects of Assertiveness Training on Hearing Impaired Soldiers.

- - ———— - r—

2525 Generation and Evaluation of Syn*hetic Facial Images for Studying
and Training Lipreading. (FY-78 SP O)

2526 Development of a Communication of Self-Assessment Inventory of
the Hearing Impaired Soldier. (FY-79 0O)

2527 Assessing Laryngeal Function Via Residue Inverse Filtering, (FY-73 0O)

Renal Tronsplant Service

2610 Antilymphocyte Globulin (ALG) and Kidney Transplantation: A
Controlled Double Blind Study. FY-73 O)

2615 Immunological Monitoring of the Transplant Recipient. (FY-78 P
SP 0) :

2616 Obviating the Graft Versus Host Reaction. (FY-78 O)

Urology Service

2804 An Evaluation of the Efficacy of Tademan in the Treatment of
Benign Prostatic Hyperplasia. (FY-76 T)

2805 Biochemical Studies of Urinary Polyamines in Human Genitor-
uniary Carcinoma. (FY-76 P, O)

2807 Determination of Human Prostatic Acid Phosphates in Both Benign
and Malignant Conditions by Radioimmunoassay. (FY-77 T)

2809 Relationships between Prostatic Cancer and Excretion of Urinary
Cholesterol. (FY-78 O)

2810 Comparative Study of Hizh Dose (5000 Rads) Versus Low Dose

(2000 Rads) Preoperative Radiation to Radical Cystectomy for
Control of Transitional Cell Carcinoma of the Bladder. (FY-780)
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DEPARTMENT OF SURGERY (continued)

Plastic Surgerv Service

2900 Efficacy of Epirizole in Eliminating or sJlinimizing Post-Operative 397
Edema in Patients Undergoing Elective Plastic Surgery Procedures.
(FY-78 Q)

Allergy and Rheumatology Service

3138 Immunologic Mechanisms of Cutaneous Reactions to Inhalant 398
Allergens, (FY=-76 SP PO)

3144 Neurophysiologic, Immunologic and Biochemical Aspects of Bronchial 400
Asthma, (FY-77 P O)

3148 Immunotherapy Kit Potenc; isersistance. (FY-17 Q) 402 o
3147 An Evaluation of the Safety and Efficacy of Allergen Immunotherapy 403
with Hymenoptera Venom in Insect Sting Allergic Patients, (FY~-
7 P 0O)
3149  Investigation of Immunologic Imbalance in Atopic Dermatitis. (FY- 408 -
78 P Q) L
3151 Allergic Disease Center Study of Hymenoptera Insect Venom as an 409
Agent for Diagnosis. (FY-78 O)
3152  Factors Affecting the Theophylline Half Life, (FY-78 O) T4
3154 WRAMC #7802, Evaluation of Prostaglandin Secreting Suppressor 413

Cells in Cancer Patients, (FY-78 SP O)

3155 Evaluation of Suppressor Immunoregulatory Cells in the Pathogenesis 415
of Immunodeficiency Disease, (FY-78 O)

3158 Evaluation of the Immunopathologic Mechanisms Operative in Dermal 418
Reactions to Insuiin in Diabetic Patients. (FY-79 O)

31539R In Vivo Removal of Circulating Antibodies and Immune Complexes. 419
(FY-79 0O)
3160R  Study of Rheumatoid Arthritis and Sjorgren's Pricipitins in 430

Rheumatoid Arthritis, (FY-79 O)
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31381 Evaluation of Immediate Hypersensitivity Skin Tests in Uremic
Patients, (FY-79 0)
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DEPARTMENT OF OBSTETRICS AND GYNECOLOGY

4116

4124

4129

4134

4135

4136

41317

4138

4139

4140

4141

The Evaluation of Fetal Systolic Time Intervals and Beat to Beat
Interval Variations in Fetal Heart Rate as Early Indicators of
Fetal Maturity and Fetal Distress. (FY-75 O)

Fetal Intensive Care Monitoring in a Long-Range Continuing
Project. (FY-73 O)

Antepartum Fetal Evaluation of Noise Evolved Heart Rate
Response as an Indicator of Fetal Well Being, (FY~-76 P O)

GOG #24, Treatment of Women with Cervical Cancer Stage IIB,
TIB, IVA Confined to the Pelvis and or Para-Aortic Nodes with
Radiotherapy Alone Versus Radiotherapy Plus Immunotherapy
(ntravenous C - Parvum) (Phase II). (FY-77 O)

GOG #22, A Randomized Comparison of Melphalan Alone Versus
Adriamycin and Cyclophosphamide Versus Hexamethylmelamine
and Melphalan in Patients with Ovarian Adenocarcinoma: Sub-
optimal Stage III, Stage IV and Recurrent, Equivalent to Stage III
and IV (Phase III). (FY-77 O)

GOG #25, A Randomized Comparison of Melphalan Alone Versus
Melphalan Therapy Plus Immunotherapy (Corynebacterium Par-
vum in the Treatment of Women with Stage III Optimal) Epithelial
Carcinoma of the Ovary (Phase II). (FY-77 O)

GOG #8, A Randomized Comparison of Pelvic and Abdominal Radia- -
tion Therapy Versus Pelvic Radiation and Melphalan Versus Mel-
phalan Alone in Stage II Carcinoma of the Ovary (Phase II), (FY-

77 0)

Diagnosis and Treatment of Intrauterine Abnormalities Using the
Hysteroscope. (FY-78 C)

GOG #7742, A Randomized Comparison of Melphan, 5~Fluorouracil
and Megace Versus Adriamycin, Cytoxan, 5-Fluorouracil and Megace
in the Treatment of Patients with Primary Stage III, Primary Stage
1V, Recurrent or Residual Endometrial Carcinoma (Phase Ol). (FY-
7 0)

GOG #7712, A Clinical-Pathologic Study of Stage I and Stage II Carci-
noma of the Endometrium. (FY-78 O)

GOG #7743, A Randomized Study of Adriamycin as an Adjuvant after
Surgery and Radiation Therapy in Patients with High Risk Endometrial
Carcinoma Stage I and Occult Stage II, (FY-78 O)

xvii
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DEPARTMENT OF OBSTETRICS AND GYNECOLOGY (continued) ) PAGE

41142 GOG #26-G, A Phase II Trial ICRF in Patients with Advanced 446
Pelvic Malignancies. (¥Y-78 Q) '

4143 GOG #7731, A Randomized Comparison of Local Excision Versus 447
Cryosurgery in Patients with Limited Grade 1, 2, or 3 Cervical
Intraepithelial Neoplasia (CIN), (FY-78 O)

4144 GOG #7732, A Randomized Comparison of Surgical Conization 448
Versus Cryosurgery in Patients with Extensive Grade 3 Cervical
Intraepithelial Neoplasia (CIN)., (FY-78 O)

41435 GOG #7601, A Randomized Comparison of Melphalan Versus No Treat- 448
ment in the Treatment of Patients with Selected Stage LAi to IBi Ovarian
Cancer (Well and Moderately Differentiated). (FY-78 O)

4146 GOG #7602, A Randomized Comparison of Melphalan Versus Radio- 450
{sotopes in the Treatment of Patients with No Microscopic Residual
Disease Having All Stages IC and II (A, B, and C) and Selected Stage
1Aii and IBii Ovarian Cancer. (FY=78 0)

4147 GOG #7711, Surgical-Pathologic Study of Women with Squamous Cell 451 L
Carcinoma of the Vulva. (FY=79 O)

4148 GOG #7712, A Randomized Study of Radiation Therapy Versus Pelvic 452
Node Resection for Patients with Invasive Squamous Cell Carcinoma °
of the Vulva Having Positive Groin Nodes. (FY-79 O)

4149 Automated Detection of Fetal Heart Pattern Abnormalities, (FY=-79 453
0)

4150 On-Line Interpretation of Labor Curve Abnormalities, (FY-79 O) 454

4151 Early Reliable Detection of Fetal Heart Rate Variability by Adaptive 453

Digital Filtering, (FY-79 O)

4152 GOG #26H, A Phase II Trial of Maytansine in Patients with Advanced 456
Pelvic Malignancies, (FY-79 O)

4153 GOG %26, A Phase I Trial of "Baker's Antifol" in Patients with Ad- 457
vanced Pelvic Maliznancies, (FY-79 O)

4135 COG =7363, Evaluation of Adjuvant Vincristine, Dactinomycin, and 453 Q

Cyclophosphamide Therapy in Malignant Germ Cell Tumors of the
Cvary atter Resection of all Gross Tumor {Phase II). (FY-79 C)
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4156 GOG #7864, Evaluation of Vinblastine, Bleomycin, and Cis-Platinum 459
in Stage @I and IV and Recurrent Malignant Germ Cell Tumors of the
Ovary (Phase II). (FY-79 O)

4159 GOG #42, Treatment of Recurrent or Advanced Uterine Sarcoma., A 460
. : Randomized Comparison of Adriamycin Versus Adriamycin and Cyclo-
: phosphamide (Phase Ill). (FY-79 O)
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4160 GOG #7841, A Clinical-Pathologic Study of Stage I and I Uterine 481 ;
Sarcomas. (FY-79 O)

‘ 4163  GOG #26, A Phase II Trial of Cis-Platinum () Diamminedichloride, 462
(FY-79 0) :

& DEPARTMENT OF RADIOLOGY
Nuclear Medicine Service

4501 Clinical Evaluation of Fluorescence Scanning of the Thyroid with 463
an Americium 241 Source, (FY-73 0)

| 4514  Clinical Evaluation of Indium-I DTPA, (FY-75 O) 465

4521 Technetium-99m-pyridoxylideneglutamate (99mTo-PG) for Diag- * 4866
nosis of Hepatobiliary Disease. (FY-72 O)

Radiation Therapy Service

4601 Participation in the National Cooperative Study of Early Hodgkin's 468
Disease, (FY-69 T)

DEPARTMENT OF PATHOLOGY

Blood Bank

5502 A Comparison Study of Bovine Serum Albumin, Polymerized Bovine 470
Serum Albumin, Low Tonic Strength Saline, and a Low Tonic Strength
Additive in the Detection of Unexvected Antibodies, (FY-79 C)
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DEPARTMENT OF PATHOLOGY (continued)

Blood Banic

5503 The Effects of Extra~Corporeal Circulation on Selected Blood
Chemistry Levels Following Plateletpheresis by Discontinuous
Flow Centrifugation. (FY-79 C)

DEPARTMENT OF PEDIATRICS

6013 Newborn Host Defenses: I, Developmental Aspects of Newborn
Neutrophil Chemotaxis. (FY-77 SP Q)

6021 The Role of Leutinizing Hormone Releasing (LHRE) in Evaluation
of the Hypothalamic Pituitary Gonadal Axis in Children, (FY-78 P
0)

§023 Newborn Host Defenses: II.Studies of the Newborn Neurophil
Membrane Using Lectins as Molecular Probes. (FY-78 SP 0)

6024 Newborn Host Defenses: III. Phagocytosis and Killing of Group B
Streptococci. (FY-78 Q)

6025 Role of Surface Tension Measurement of Amniotic Fluid Lipid
Extract in Prediction of Development in RDS in Neonates. (FY-
78 0)

6026 Tracheal Aspirate Surface Tension as a Prognostic Indicator in
Infants with Respiratory Distress Syndrome (RDS). (FY-78 O)

6027 WRAMC #7808, Combined Modality Therapy of Brain Tumors in
Childhood. (FY-78 O)

6028 Application of Hemoglobin Al c asan Indicator of Juvenile Diabetic
Control, (FY-79 O)

DEPARTMENT OF NEUROLOGY

7111 Interruption of Maintenance Neuroleptic Therapy. (FY-77 O)

DEPARTMENT OF PSYCHIATRY

7214 Pre- and Post~ Discharge Assessment of Psycniatric Patients,
(FY-77 0)
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DEPARTMENT OF PSYCHIATRY (continued)

7217 Management of Impairment of Accommeodations Secondary to
Psychotropic Medication. (FY-78 O)

7218 Physostigmine Infusion and Lithium Responsivity. (FY-79 O)

PSYCHOLOGY SERVICE

7300 LSD Follow-up Study (Establishment of Normal Controls for
Neuropsychological Examination.) (¥Y-78 0)

DEPARTMENT OF HEMATOLOGY, WRAIR -

9009  Abnormalities of B6 Metabolism and Glycogen Metabolism in
Hodgkin's Disease, (FY-75 T)

9010 Vitamin B6 Metabolism in the Hematopoietic System of Patients
Receiving Isoniazid and Patients with Sideroblastic Anemia. (FY-
75 0)

9012 The Effect of Infectious Hepatitis on Erythroid Colony Formation
by the Plasma Clot Culture Method. (FY=77 O)

9013 The Carbohydrate Dependence of Platelet Surface Interactions in
Hypercoagulable Stress. (FY-77 SP Q)

9014 Dengue Fever Virus and Human Monocyte Interactions. (FY-77 P)C)

- 9015 The Effect of Pyridoxine Administration on Red Cell Metabolism of

Vitamin BG and the Oxygen-Affinity of Hemoglobin. (FY-78 T)
901¢ Investigation of Pyridoxine as a Treatment for Sickle Hemoglo-
binopthies. FY-78 P O)

9017 Treatment of Sickle Cell Anemia with Pyridoxine, (FY-78 T)

9018 De Novo Synthesis of Purine Nucleotides in Human Erythrocyte
Precursors, (FY-78 T)

9025 Functional Characterization of Human Intestinal Lymphocytes in
Gastrointestinal Disorders, FY-78 P O)

DIVISION OF SURGERY, WRAIR

9030 Circulating Serum Isoenzymes in Mesenteric Infarction. (FY-79
0)
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NURSING SERVICE. WRAMC

9032

9033

9034

9036A

9038

9039

The Relationship between the Degree and the Content of Self-
Disclosure a Myocardial Infarct Male Would Disclose of Him-
self to Designated Targets Male Nurse and Female Nurse.
(FY-78 C).

Role Performance Expected of Primary Care Nurse Practitioners,
(FY=-179

The Effects of the Relaxation Response on Physiological Cardio=
vascular Function and Psychological Anxiety in Acute Post Myo-
cardial Infarcted Type A. Personalities. (FY-79 C)

The Educational and Psychological Needs Specific to Human Sexua-
Uty of Middle Aged Males Post Uncomplicated Myocardial Infarc~
tion. (FY-79 O)

Job Stress and its Consequences on a Group of Intensive Care and
Non-intensive Care Nurses, (FY-79 C)

Nurse Controlled Factors that Influence the Development of Diarrhea
in Tube-Fed Patients. (FY-79 Q)

Effects of Altitude, Mood and Dietary Habits on Performance of
Choice-Reaction Time Task., (FY-77 O)

Urease and Deaminases in Chemistry and Medicine (NIH Grant),
FY-177 0)

NEURQPSYCHIATRY. WRAIR

2077

Peripheral Neuropathy and Chronic Obstructive Lung Disease --
A Clinical aad Electrophysiological Study. (FY-77 C)

PROTOCOLS FROM OTHER FACILITIES:

9080

Coronary Artery Disease and Cororary-Prone Behavior, (FY-79
P O) USUHS
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PROTOCOLS FROM OTHER FACILITIES:

9081 Preventive Intervention in Basic Combat Training., (FY-79 P C)

Ft. Knox

9082 Treatment and Rehabilitation of Knee Injuries at the United
States Military Academy, West Point, New York. (FY-79 O)

USAIDR

9054 Utilization of Biodegradable Copolymers of Polylactic and

Polyglycollic Acid. (FY-77 T)

WRAMC Regulation 70-1 Clinical Investigation Program
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Unit Summary Sheet
Clinical Investigation Service
Walter Reed Army Medical Center

This Annual Progress Report is for the Fiscal Year 1980,

1. Mission Changes

a, Expansion. During FY-79, the Clinical Investigation Service
implemented a new peripheral vascular research laboratory designed to
supplement rather than duplicete, the coagulation research effort of
WRAIR. 7The laboratory located on the sixth floor of the New Medical
Ireatment Facility is well equipped to include a thromboelastograph to
study the clotting mechanism from clot formation to lipis.

b. During FY-79, laboratories under the control of Clinical
Investigation Service moved from the old hospital to the NMIF, Currently

there are ten (10) Clinical Investigation laboratories at WRAMC with all
but two (2) located in the new hospital.

¢. An animal procedures laboratory, formerly part of the Urgan
Transplant Service located at Forest Glen, was moved to Bldg #1 on main
post and is now available on a service wide basis for all Clinical
Investigation Service research involving animals. Surgical procedures
and radioisotope injections are now carried out in this area., Unfortu-
nately, there still is no aniwmal care facility available within the

Service. We continue to depend on WRAIR for kenneling and care of
animals.

2. Personnel Actions, Current Strength

a. Personnel hired on permanent appointments to provide support for
investigative projects,

Rice, Mary K GS-09 1320 (Vice: Smith)
Ferrigan Marya K Gs-09 0644 (Vice: Davis)

b. Personnel hired on temporary appointment to provide support to
investigative projects,

Bowers, Mary W GS~05 0675
Edwards, Sondra D GS-04 0675
Bratawaite, Brenda L  G5-04 0045
Jackson, Larlene GS5-07 0645 (Temp appoint extended)

Young, Toul N C5-04 0675
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¢. Currenc lanpower

Descripcion Grade 48 Br Actual Name

C, Clia Iavest Svc 04 81F9¢ MC ! Boehm

asst C, Clin Inves Svc 04 61F98 JAC 1 Scnuster

Lab Officer (Adamin) 04 63FID MSC 1 Reed

Biochenmist 03 68C00 MsC L Bongiovanni

Dietitian 02 3420 AMS 1 Walker-Rawos

Hed Lab WCO E7 923 AMED 1 Moody

Med Lab NCO E6 928 AMED 1 Price

Med Lab SP B3 928 AMED 1 Dutton

Med Lab SP E4 928 AMED 2 Dickinson
Shakar

Science & £ng z4 01H20 AMED 1 Byrne

Med Lab SP E3 928 4HMED 1 Lambert

<J4pv Rsch Chemist 14 1320 G3 1 Bruton

Microbiclogist 12 0403 GS 1 Dobelk

Microoiologist 12 0403 GS 1 Ciak

Admin Officer 11 0341 - GS 1 Young

Physiologist 11 0413 GS 1 Wright .

Paysiologist 191 0413 GS 1 Lukes (w,

Bio Lab Tech 09 0404 GS 2 Dickson ’
Butler

Med Tech 09 0644 GS 3 Armstrong
Burgess
Ferrigan

Chemist 09 1320 GS 3 Dawson
Maydonovitch
Rice

Med Tecn 09 0645 GS 1 Barnes

Bio Lab Tech 0% 0404 G3 1 Coleman

Med Tech 37 0644 GS 2 Bongiovanni
Londoao

Secy Steao 97 0318 GS 1 Zrvin

£d4it Asst 07 1087 GS B | Hepburn

Clik, DMT 05 0316 GS 2 Laster
Lagere

Clk, wiT 04 0316 G3 2 “canally

ted Records Teach 04 0675 GS 1 Kendall

ded Tech (Cheaist) 04 0645 GS 1 hartin

3. Iavestigation Frogram Summary

] Nuaber of Acctive Protocols 232
wgmoer of Complezad Protocols 25
suabar of lerainated 2rotocols 7 ‘ H
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4. Incentive

The Bailey K. Asnford Award medallion presented ananually to the staff
member at Walter Reed Army Hedical Center whose research project was
voted the most outstanding contribution to the WRAMC investigative
program was Hajor Daniel A. Ramirez, MC, for his paper entitled, "Insect

Sting Allergy".

5. Funding, FY-79:

Civilian Personnel
Military Personnel
Travel

Contracts

Supplies

Total

G ot i

$451,867
280,600
21,672
106,300
426,793

$1,287,232
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TABLE OF PUBLICATIONS AND PRESENTATIONS, FY-79

DEPARTMENT OF MEDICINE

Briggs WA, et al. Anti~GBM Antibody Mediated Glomerulonephritis, GN
and Good Pasture's Syndrome, Medicine 58:348, 1979,

Johnson JP, Briggs WA , Bohan L, et al. The Role of Plasmaphoresis in
Anti-Glomerular Basement Membrane Antibody Mediated Renal
Disease., Controversies in Nephrology ~ 1979, J. Winchester
and G, Schriener, eds), In Press.

Corrigan DF, Burman KD, Dimond RC, Schaaf M, Earll JM, Rogers JE,
Wright FD, and Wartofsky L. Parameters of Thyroid Function
in Patients with Active Acromegaly. Metabolism 27:209-216,
1978.

Burman KD, Dimond RC, Djuh Y-Y, Bruton J, Washburn TB, Wright FD,
and Wartofsky L. Failure of 3,3'-T2 Administration to Alter
TSH and Prolactin Responses to TRH Stimulation, Metabolism
27:677-683, 1978,

Boehm.TM, et al. Lithium and Iodine Combination Therapy for Thyrotoxi-
cosis. Accepted for publication in Acta Endocrinologica.

Kidd GS, Glass AR, and Vigersky RA, The Hypothalamic-Pituitary~-Testicular
Axis in Thyrotoxicosis. J.Clin Endo Metab 48:798, 1979,

Burman KD, et al, Solubilized Nuclear T3 and T4 Receptors in Circulating
Mononuclear Cells. Presented at the Endocrine Society June 1979,
Anaheim, California,

Burman KD, et al. Solubilized Nuclear T3 and T4 Receptors in Circulating
Mononuclear Cells, J of Clinical Invest, submitted for publication.

Kidd GS, Dimond R, and.Vigersky RA. Response of Hyperprolactinemic
Women to Short Term and Long Term Pyridoxine Therapy. Fert.
and Ster,, submitted for publication,

Wray HL, Burman KD, Smallridge RC, Alford JP, Butler VM, Wright FD,
and Wartofsky L. Effect of T, and Reverse T, Administration on
Serum Tri-, Di-, and Mono-Iodothyronines and Plasma Cyclic
Nucleotides in Sheep. Submitted for publication in Endocrinology.

Burman KD, et al. The Effect of Glucagon on Thyroidal Economy. J Clin
Research 27:248, 1979,
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DEPARTMENT OF MEDICINE (continued)

Burman KD, et al. Glucose Regulation in Fasted Subjects. J Clin Rsch
26:611, 1978.

Burman KD, et al. Glucose Regulation in Fasted Subjects., Metabolism 28:291
1979,

Burman KD, et al, Alterations in TRH Stimulation in Obesity and Fasting.
J Clin Rsch 27:248, 1979,

Burman KD, et al. Alterations in TRH Stimulation in Obesity and Fasting.
Metabolism, article in press.

Burman KD, Wartofsky L, and O'Brian, The Effect of Protein on Thyroid
Hormones. J Clin Rsch 28:611, 1978,

Burman KD, Wartofsky L, and O'Brian. The Effect of Protein on Thyroid
Hormones. Submitted for publication in Metabolism.

Wray HL, Smallridge RC, Butler VM, Byrn KC, and Kidd GS. Correlation
between Nephrogenous Cyclic GMP and Tubular Reabsorption of (.
Calcium during Parathormone Infusion, Adv in Nucleotide Res 12, '
683, 1979. Presented at International Conference on Clinical
Aspects of Cyclic Nucleotides in Vail, Colorado, in July 1979,

Boehm TM. Correlations among Glycosylated Hemoglobins, Weight Reduc~
tion, and Hyperglycemia in the Treatment of Obese Diabetes
Mellitus. Diabetes 28:437, 1979,

Vigersky RA, and Glass AR. The Effect of Teslac in Oligospermic Men.

Submitted for presentation to the Amer Soc of Andrology, Mar
1980,

Latham RK? vd Burman XD, A Radiolmmunoassay for 3,5'T2, Tentatively
accepted by JCEM, Nov 79,

Burman KD, Wartofsky L, Lukes Y, Smallridge R, and Glass AR, The Effect
of Carbohydrate on T3 Receptors. Endocrinology 102:1925, 1973,

Latham KR. Regulation of the Initiation of Thyroid Hormone Action, These
findings were presentad to Natl Chemists Meeting, 1979,

Burman XD, Tihe Deve’~pment of 2 Radicimmunoassay for T3, JCEM :3:
32, 1070,
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DEPARTMENT OF MEDICINE (continued)

Burman KD, Wartofsky L, O'Brian, Smallridge RC, and Jones L. The Effect
of Glucagon on Thyroidal Economy. J Clin Rsch 27:248, 1979,

Burman KD, Glass AR, Lukes Y, and Smallridge RC. T4 to T3 Conversion
Effect of Modulation of Glucose Metabolism. Endocrine Society
presentation, Abstract #327, accepted by Act Endocrinologia
for publication.

Burman, KD, Wartofsky L, and Smallridge RC. The Development of a
Radioimmunoassay for T3. JCEM 47:345, 1978,

Burman KD, Wartofsky L, and Smallridge RC. ' The Development of a
Radioimmunoassay for T3, J Peds 93:113, 1978,

Vigersky RA, Mozingo D, Eil C, Purohit V, and Bruton J, Anti-Androgenic
Properties of Delta-1~Testolactone (Teslac), Presented at the 61st
Annual Meeting of the Endocrine Society, Anaheim, Ca., 14 June
1979.

Burman KD, Smallridge RC, and Wartofsky L. The Effect of Fasting on TSH
Response to TRH., J Clin Rsch 27:248, 1979,

Burman KD, Smallridge RC, and Wartofsky L. The Effect of Fasting on TSE
Response to TRH., Submitted to Metabolism for publication,

Burgert EO. Risk Factors in Planning Treatment for Children with Acute
Lymphocytic Leukemia, Proceeding of AACR and ASCO, #C, 262, 372
1978. (Abstract)

Burgert EO. Prognostic Factors on Ewing's Sarcoma. ASCO Abstract
#C-425, 413, 1978,

Cornwell CG. Hypersensitivity Reactions to Intra~Venous L-Phenylalanme
Mustard, Accepted for publication in Cancer Treatment Reports,

Cuttner, J., et al. A Controlled Trial of Chemoimmunotherapy in Acute
Myelocytic Leukemia (ALTL), Proceedings of AACR and ASCO,
Vol 20, March 1979, pp 333, 1978. (Abstract)

Miller CF, Weltz MD, Heim WJ, and Blom J. Six-Drug Combination Chemo-
therapy for Nonresectable Bronchogenic Carcinoma. Cancer Treat-
ment Reports, in press,
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DEPARTMENT OF MEDICINE (continued)

Brown AW Jr, Blom J, Garcia-Guerrero G, Richardson MF, and Henderson
RL. Combination Chemotherapy with Vinblastine, Bleomycin and
Cis-Diamminedichloroplatinum (@) in Squamous Cell Carcinoma
of the Head and Neck. C mcer {(a press).

Tramont EC, Chapter 180, Treposema Pallidum (Syphilis). ia Principles &
Practice of Infectious Disease, 1979, Editors, Mandell, Bennett
and Douglas, McGraw Hill, New York, NY.

Tramont EC, Hodges W, Ciak J, and Gilbreath M., Importance of Differences
in Attachment Antigens ir Gonoccccal Reinfection., J Clin Lab Med
93:730-~735, 1179,

Tramont EC, Ciak J, McChesney D, Boslego J, and Brinton C. Cross
Reactivity of Gonococcal Pili as Determined by Inhibition of Epithelial
Cell Attachment. (Presented at the ICCAC, Boston, Mass, 1979.
(Abstract)

Tramont E, Boslego J, Sadoff J, Zollinger W, Lolik A, Bryan J, and Brinton C,
Safety and Immunogenicity Study of Gonococcal Pilus Vaccine., Pre- (.,
sented at ICCAC, Boston, Mass, 1979, (Abstract)

Dobek AS, Klayman DL, and Tramont EC, In Vitro of Neisseria Gonorrhoeae
and Thiosemicarbozones. ASM, Los Angeles, CA, 1979, (Abstract)

McClain JBL, Oster CN, Brown SL, Tramont EC, Boehm TM, Keiser JF, and
Bongiovanni, R. Quantitation of Vancomyein in Human Serum by
High Pressure Liquid Chromatography (HPLC). Presented at the 3rd
Internl Liquid Chromatography Sym, Boston, Mass, 11-12 Oct 1979,
(Abstract)

DEPARTMENT O SURGERY

Cornwell CG., Hypersensitivity Reaetions to Intra-Venous L-Phenylalanine
Mustard. Accepted for publication in Cancer Treatment Reports.

Cuttner et al. A Controlled Trial of Chemoimmunotherapy in Acute Myelocytic
Leukemia (AML). (Abstract) Proceedings of AACR and ASCO, Vol.

2 h 197 33, 1973, -
29, March 1979, pp 333 (3

Walden BE, Montgomery AA, Schwartz DM, and Prosel RA, Effects of Hearing
Impairment and Acoustic Iiitering on the Preception of Speech, Pre-
sented at the joint meerings of the Acoustical Soc of America and the
Aoustical Soc of Japan in Honolulu, November 1973,
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DEPARTMENT O} SURGERY (continued)

Walden BE, Montgomery AA, Schwartz DM, and Prosek RA. Effects of Hearing
Impairment and Acoustic Filtering on the Preception of Speech, Sub-
mitted to the J of Speech and Hearing Rsch, and has been accepted after
minor revisions.

Schwartz DM, Surr RK., Three Experiments on the California Consonant Test.
J Speech Hear Disord, February 1979,

Schwartz DM, Surr RK, et al. Performance of High Frequency Impaired Listeners

with Conventional and Extended High Frequency Amplification, Audiology
18, 1979, '

Prosek RA, Montgomery AA, Walden BE, and Schwartz DM. Reaction Time
Measures of Stutterers and Nongtutterers. Has been accepted for
publication in the Journal of Fluency Disorders.

Schwartz DM, et al. Binaural Hearing Aids: A Paradox. In Bess FH,
Amplification in Education {n press).

Schwartz DM, et al. The Relationship between Electroacoustic Parameters and
Perceived Sound Quality of Hearing Aids. Results of this study were
presented at the Annual Convention of the American Speech and Hearing
Assn, Atlanta, Georgia, November 1979,

Montgomery AA. Generation and Evaluation of Synthetic Facial Images for Lip

Reading. Paper presented at the American Speech and Hearing Assn
Convention, Nov 1978,

Metz S, Strong D, Budd J, Goldman M, Light J, Renal Allograft Rejection Due
to HLA-BB Antibody Following a Negative T-~Cell, Positive B Cell
Crossmatch, AACHT, San Diego, May 1979, (Abstract)

Budd J, Strong D, Metz S, et al. Use of 2P44, 12 Hetercatiserum for Differen-
tiation of HLA~A, B and DR Reactivity in Typing and Crossmatching,
SEQPTI Cryobiology Meeting, October 1979, (Abstract)

Budd J, Strong D, Metz S, et al, Use of 2P44, 12 Heteroantiserum for Dif-
ferentiation of HLA~A, B and DR Reactivity in Typing and Crossmatc-
hing. (Submitted to Transplantation for publication, )

Strong D, Metz S, Light J, et al. The Role of Histocompatibility Testing in
Military Medicine. (In press, Military Medicine.)
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DEPARTMENT OF SURGERY (continued)

Annable CR, and Wildstein A. Prolonged Skin Graft Survival Following
Recipient Pretreatment with Azathioprine. Academic Surgeons,
1978. (Abstract)

Annable CR, and Wildstein A. Prolonged Skin Graft Survival Following

Recipient Pretreatment with Azathioprine. American Soc Transplant
Surgeons, 1979, (Abstract)

ALLERGY AND RHEUMATOLOGY SERVICES

deShazo RD, Levinson Al, Dvorak HM, and Davis RW. The Late Phase Skin
Reaction. J Immunol 122:692, 1979,

Smith JA, Mansfleld LE, and deShazo RD. Inhibition of the Immediate and Late
Cutaneous.Reaction to Allergin, (J.Allergy Clin Immunol in press)

Smith LJ, Shelhamer JR, Evans R T, Metcalfe DD, and Kaliner M. The Array

of Autonomic Abnormalities in Allergic Asthmatic Patients. J Allergy
Clin Immunol 63:141, 1979. (Abstract)

Henderson WR, Shethamer JH, Reingold DB, Smith LJ, Evans [IT R, and Kaliner

M. Alpha Adrenergic Hyperresponsiveness in Asthma. NEJM 300:
642, 1979,

Smith LJ, et al. Autonomic Nervous System Dysfunction in Patients with Cystic

Fibrosis., Has been submitted for presentation to the American Academy
of Allergy, Feb 1980,

Ramirez DA, et al, Hymenoptera Venom Safety and Efficacy Evaluation as
Allergen Immunotherapy iz Insect Sting Allergy Patients. (Has been
accepted for the scient 3.2 section of the American Academy of
Allergy meeting in March 1930,) (Abstract)

Ramirez DA, and Evans II R, Hymenoptera Venom Safety and Efficacy Evaluation
as Allerger Immunotherapy in Ins®suiting Allergy Patients. (hs been
accepted for the scientific workshop of the American Academy of Allergy
meeting in March 1979,

Ramirez DA, et al, Consultant Visit to Illinois Allergy Socienty, Chicago, Illinois,
June 1979,
vans I R, The Diagnosis of Hymenoptera Hypersensitiwnty.

Ramirez D4, and E:-
vrzv Clin Immunol 63:135, 1979, {Abstract)
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ALLERGY AND RHEUMATOLOGY SERVICES

Schuster DL, Bongiovanni B, Plerson D, and Levinson AI, Suppressor Cell
Function in Atopic Dermatitis Associated with Elevated Immuno-

globulin E, J Allergy Clin Immunol 64:139, 1979,

Schuster DL, Bonglovanni B, Pierson D, Barbaro J, Wong D, and Levinson, Al.
Deficiency of a T~Cell Subpopulation in Atopic Dermatitis. Clin Res
27:245, 1979, (Abstract)
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deShazo RD, et al. Evaluation of Prostaglandin Secreting Suppressor Cells in
Hodgkin's Disease. (In press, Clin Immunol Immunopath)
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Floyd M, and Tesar JT. The Role of IgM Rheumatoid Factor in Experimental
Immune Vasculitis, Clin Exp Immunol 36:165, 1979.

3 i Tesar JT, and Schmid FR. Assoclation of Avidity of IgM Rheumatoid Factor
= with Complement Fixation. Clin Exp Immunol, in press.

DEPARTMENT OF PEDIATRICS

L« Mease AD, Fischer GS, Hunter KW and Ruymann FB, Decreased Phytohemag-
glutinin-Induced Aggregation and C5a-Induced Chemotaxis of Human
Newborn Neutrophils., Pediatr Res, in press,

Tiwary CM. An Inexpensive Procedure to Assess the Pituitary Gonadotropin (GN)

Response to Leutinizing Hormone Releasing Hormone (LHRH
1979, (Abstract) (LHRH), APS/SPR

Tiwary CM. Serum Gonadothropin (GN) Response to Leutinizing Hormone Releas-
ing Hormune (LHRH) in Differentiating Children with Precocious

Puberty (PP) from Those with Premature Adrenarche (PA
SPR, 1979, (Abstract) (PAd). APS/

Tiwary CM,. Serum Leutinizing Hormone (LH) and Serum Follicle Stimulating
Hormone (FSH) in Response to Leutinizing Hormone Releasing
Hormone (LHRH) in Differentiating a Girl with Precocious Puberty
(PP) from that with Premature Adrenarche (PAD) in an Outpatient
Clinic. APS/SPR, 1979,

-

N A W M,

A R R N T it e e e B ot s s
y Wy




::.{,,g;-; o y
Ssic i K

Lt ok e S

.

DEPARTMENT OF HEMATOLOGY, WRAIR

Scialla SJ, Speckart S, and Kimball DB. Alterations in Platelet Surface
Sialyltransferase Activity and Platelet Aggregation in a Group of
Cancer Patients with a High Incidence of Thrombosis. Cancer
Rsh 39:2031, 1979,

Scialla SJ, Speckart SF, and Kimball DB, Aspirin Effects on Platelet Aggrega~
tion and Platelet Surface Sialyltransferase Activity. Clin Rsch Apr
1978,

Scialla SJ, and Berenberg JL. The Relationship between Stimulated Sialyl-
transferase Activity, Release Reaction, an Aggregation in Washed
Platelets Using Prostaglandin E, Inhibition. Submitted to American
Foundation of Clin Rsch~-Eastern Regional Section, Oct 1979.

Kark JA, Kale MP, Tarassoff PG, Woods M, and Lessin LS, Inhibition of
Erythrocyte Sickling In Vitro by Pyridoxal. J Clin Invest 62:888-891,
1978.

DEPARTMENT OF NURSING

Rexrode JS, Expectations and Preceptions for the Role of Primary Care Nurse
Practitioners within the Army Health Care System. Unpublished
Doctoral Dissertation, the Catholic Univ of Amer, 1979,

USUHS

Krantz DS, Sanmarco ME, Selvester R, and Matthews KA. Psychological Correlates
of Progression of Atherosclerosis in Men. Psychosomatic Med in press.

Krantz DS, Cognitive Processes and Recovery from Heart Attack: A Review and
Theoretical Analysis. Journal of Human Stress, in press.

FORT KNOX, KY

Georgoulakis J)M. Social Factors and Perceived Problems as Indicators of
Success in Basic Combat Training, Partl and II. Military Medicine,
Sept 1979,
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Work Unit: 1004

Title: Stress Ulceration in the Medical ICU: Incidence and Possible
Prevention with Cimetidine.

Investigators:
Principal investigator: David A. Peura, M.D.
Co-investigator: Lawrence F. Johnson, M.D.

Objective: To prove in a double blind randomized control fashion if
Cimetidine is effective in decreasing the incidence of stress induced
gastrointestinal hemorrhage in the Medical Intensive Care Unit.

Technical Approach: See protocol.

Progress and Results: Since the last report, an additional eight (8)
patients have been studied under the Protocol for a total of 38 patients.
The double blind randomized control code has not been broken by the investi-
gators, so it is impossible to determine at this time the effacacy of
Cimetidine vs. placebo. Interim evaluation of the submitted data on
approximately 25 patients was superfically examined by the statisticians at
Smith, Kline and French Laboratories, and their verbal report to the
investigators was that at that time in the study there appeared to be no
difference between Cimetidine and placebo in preventing gross bleeding.
Because the numbers were still small, it was recommended that the study be
continued to increase the statistical pool. In the patients so far studied,
there has been no untoward side effects noted that could be related to the
study drug or the protocol.

Conclusions: Thirty-eight (38) patients have been studied under the
protocol, but because of the double blind randomized nature of the study,
the effacacy of Cimetidine vs. placebo can not be determined at this time.
Early evaluation of the data on 25 patients appeared to indicate that there
was no statistical difference between the two, but the statistical pool was
small; and it was recommended by the statisticians that the study be con-
tinued to increase the number of patients. It is anticipated that adequate
data can be obtained with a total patient pool of 50, so the study will be
continued until another 12 patients are assessed.

Funds Utilized, FY 79: None.

Funds Requested, FY 80: Same as initial protocol.

Publications: None to date.

Type of Report: Interim.
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Investigational Orug Progress Report

Program Work Unit: 1004

Title: Stress Ulceration in a Medical ICU: Incidence and Possible
Prevention with Cimetidine.

Investigators:
Principal investigator: David A. Peura, M.D.
Co-investigator: Lawrence F. Johnson, M.D.

Study is conducted in the Medicine Service, Walter Reed Army Medical
Center. )

Thirty-eight subjects have been studied to date with no evidence of
adverse reaction. Because the study is a double blind randomized study,
the code has not been broken, and the effectiveness of Cimetidine over that
of placebo is not available at this time. It is anticipated that 12 more
patients will be evaluated.

As per requirements by FDA, on site inspection has been carried out by
Smith, Kline and French Laboratory, sponsors of the clinical investigation
project, and inventory of medication has been kept in the Walter Reed AMC
Pharmacy, and interim collaboration of inventory has been psrformed by
representatives of Smith, Kline and French.
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1. Work Unit Number: 1121

2, Project Title: Combined Prednisone and Cytoxan Therapy Coupled With
Plasmaphoresis in the Treatment of Antiglomerular Basement Membrane Mediated
Renal Disease.

3. Investigators: Principal - John P. Johnson, LTC, MC
Associates - Daniel A, Nash, Jr., LTC, MC
Jack Moore, Jr., CPT, MC
Michael Siedlecki, CPT, MC

4, Objective: To compare the effect of Prednisone and Cytoxan alone and in
combination with plasma exchange on the rate of disappearance of circulatory
anti-glomerular basement membrane antibody and the effect of this on modifying
disease course.

5. Technical Approach: Patients with confirmed anti~GMB antibody mediated renal
disease will be randomized to treatment with either Prednisone and Cytoxan alone

or in combination with plasma exchange. Disappearance rates of antibody will be

calculated and compared along with clinical outcome and response to therapy.

6. Progress and Results: Twelve patients have been entered into the study.

Four have received plasmaphoresis in addition to Cytoxan and Prednisone, Dis-
appearance rates of antibody have been observed. Initial and continuing obser-
vation suggest the rate of disappearance may be similar between the two groups.
However, the patient experience remains too small at this time for meaningful
comparison. The protocol was approved for an additional three year study period
in Februar;, 1979, 6a. No unexpected side-effects or complications have occurred.

7. Conclusions: Only tentative conclusions can be reached at this time. As
indicated above, more patients are required in each treatment group for significant
comparison of relevant parimeters and outcome to be made.

8. Funds Utilized, FY-79: None

9, Fund Requirements, rY-80: Personnel - None
Equipment - None
Supplies - None
Travel - $600,.00
Other- - None

10, Publications: Anti-GBM Antibody Mediated Glomerulonephritis. GN and Good
Pasture's Syndrome, Briggs, et al. Medicine, 58: 348, 1979,

Johnscn, J.P., Briggs, W.A., Bohan L. et al: The role of plasmaphoresis in anti-
glomerular basement membrane antibody mediated renal disease, Controversies in
Nephrology - 1979 (J. Winchester and G. Schriener eds), In Press,

11. Type of Report: Interinm
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1. Work Unit Number: 1122

2. Project Title: Evaluation of Urinary Creatinine Excretion as a Reference
Point for Comparing Total Body Potassium Determinations.

3. Investigators: Principal - Donald E. Butkus, COL, MC ’
Associate - Daniel A. Nash, Jr., LTC, MC

4, Objective: To determine a more reliable reference standard with which to
compare total body potassium measursments and to increase the usefulness of

this measurement in assessing body potassium stores,

S. Technical Approach: Ambulatory patients who are receiving no medications

and who have normal plasma potassium concentrations will have total body potassium
measurements performed in a total body counter measuring naturally occurring x40
and no isotopes will be administered., Volunteers will collect 24-hour urine
samples for creatinine and have blood drawn for measurement of plasma and red cell
potassium concentrations. Total body potassium measurements will be expressed )
per gram of creatinine excreted, and results will be compared with standard i
references including height, weight, Body surface area and standard predictive

formuli. :

6. Progress and Results: A reasonable number of subjects have been evaluated
in accordance with the prortocol., The standard range in variation for those
tested has been determined., It appears that there is excessive variation with
the techniques employed in the measurement of both total body potassium and 24-
hour urinary creatinine excretion severe enough to compromise the utility of one
as the reference for the other.

7. Conclusions: Use of the urinary creatinine excretion adds no further infor-
mation with respect to standardizing the total body potassium measurements when
compared to using the individual's height, weight or/and body surface areas as
standards, Because of this, it has been determined that no further efforts are
warranted to consider the use of creatinine as the ideal reference for measuring
total body potassium, With moisurefined techniques, e.g.)improved standardizing
techniques for X40 measurement,“/use of true creatinine, reconsideration may be
given in the future to the concept of this protocol.

8. Side Effects or Complications: None
9. Funds Utilized, FY-79: None
10, Funds Requested, FY-80: None

11. Publications and Abstracts, FY-79: None

[

Type of Report: Final Report. This project is no longer to be considered
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1. Work Unit Number: 1124
2, Project Title: The Effect of Hyperuricemia on Chronic Renal Failure

3. Investigators: Principal: Daniel A. Nash, Jr., LTC, MC
Associate: None

4., Objective: To determine if hyperuricemia occurring in chronic renal failure
is an aggrevating factor to residual renal function,

5. Technical Approach: Randomized controlled evaluation in which patients do
or do not have their serum uric acid concentrations normalized with the drug
Allopurinal as they approach end-stage renal disease, The consequential
courses of these two groups are compared.

6. Progress and Results: Three patients have received Allopurinal with an
expected lowering of their serum uric acid concentrations. In two, there
appeared to be a stabilization of the creatinine clearance with a change in

the rate of deterioration of renal function, However, the interval of therapy
was limited to five months and two months in these cases because of side effects
of the drug. In the third patient, there appeared to be no change in the rate
of deterioration of renal function.

7. Conclusions: Preliminary considerations suggest that uric acid may contribute
to nephrotoxicity in end-stage renal disease, However, Allopurinal toxicity may
be a limiting factor in managing this hyperuricemia,

8, There have buen no serious or unexpected side-effects/complications in
subjects participating. The side effects in the two cases sited were both skin
rashes that resolved with discontinuence of the agent.

9., Funds Utilized, FY-79: None

10: Funds Requested, FY 80: None

11. Publications and Abstracts, FY-79: None

12, It is estimated that three years will be needed to obtain sufficient patient
data for statistically significant meaning. This should include approximately
twelve additional subjects,

Type of Report: Interim
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1. Work Unit Number: 1125
2. Project Title: State of Potassium Balance in the Adult Acute Leukemic Patient.

5. Investigators: Principal - Suzanne M. Bergman, MD
James D, Fitz, MD

Associates - Donald E. Butkus, MD
Daniel A, Nash, Jr., MD
Lee D, Nelson, Chemist

4. Objective: To determine the frequency of total body potassium depletion in
patients with untreated leukemia and to access the effects of therapy in the known
modulators of potassium homeostasis on renal potassium excretion and potassium dis-
tribution,

5. Technical Approach: Fifteen to twenty patients with newly diagnosed acute
leukemia will be studied for serum, red blood cell, and whole body potassium (using
endogenous x40y, A twenty-four hour urine for potassium, sodium, and creatinine
will be collected. The above will be repeated prior to each discharge from the
hospital and during any hypokalemic period.

6. Progress and Results: One adult female leukemic patient was entered into the
protocol, Blood work for initial determination of serum electrolytes, BUN, crea-
tinine and urine collection for creatinine studies, potassium volume were obtained.
The patient did have blood work drawn for renin aldosteron and had her total body
potassium counted. The patient did not develop hypokalemia subsequently and
eventually died during her initial hospitalization.

7. Conclusions: No conclusion can be drawn from the above data.
8. Funds Utilized, FY 79: None
9, Funds Requested, FY 80: Expendable Supplies §1,000.00
Reprints $150,00
Presentation at American
Society of Nephrology Meeting $500,00

10, DPublications: None

11. Type of Report: Interim
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1. Work Unit Number: 1126 (Same as and replacing Work Unit 1112)

2. Project Title: Minoxidil as an Antihypertensive in Patients Refractory
to Available Medication. (Same as and replacing Project Title: Use of
Minoxidil in the Treatment of Severe, Uncontrolled or Poorly Controlled
Hypertension)

3. Principal Investigator: Daniel A. Nash, Jr., LTC, MC
Associates: Suzanne ., Bergman, MAJ, MC
Khaldoun A. Nsouli, MAJ, MC
Jack Moore, Jr., CPT, MC
Michael Siedlecki, CPT, MC
J. Brian Copley, MAJ, MC
Raymond D, Pratt, CPT, MC

4, Objective: To assess the efficacy and safety of Minoxidil in severe
hypertension refractory to currently available potent anti-hypertensive
agents,

S. Technical Approach: Patients who are determined to be unresponsive to
standard antihypertensive drugs with persistent, severe hypertension are
selected for treatment with Minoxidil. The response of their hypertension
to the therapy, consequential complications, intercurrent events, etc. are
followed very closely, This is an uncontrolled study with results based on
data from our unit and from numerous collaborators around the country and
reported as clinical experience,

6. Progress and Results: Since initiation of this protocol in March 1974 at
the Walter Reed Army Medical Center, nineteen patients have required entry
because of hypertension refractory to standard antihypertensive therapy. At
this time five patients remain active, one since 1974 and once since 1975, In
each case there has been a clearly demonstrable improvement in the control on
the antihypertensive medication and in the well-being of the patient. Major
untoward complications directly related to the antihypertensive agent have not
occurred, As a consequence of the observations and reports given to the Upjohn
Manufacturing Company, the agent has been tentatively approved by the Food and
Drug Administration for general use,

7. Conclusion: Minoxidil is a potent agent that is effective when other
agents in use are not, Side effects and intolerance have not been limiting
factors in the use of this agent in our small series. On a broader scale
the preliminary results from collateral studies also appear to be favorable
toward the effectiveness and tolerance of the agent. This is suggested by
the apparent acceptance of the agent by the Food and Drug Administration
anticipated to occur within the next several months.

8. As stated in Number 6 above, there have been no serious or unexpected
side-effects/complications in the subjects participating,
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9. Funds utilized FY 79: None
10. Funds Requested FY 8): None
11. Publications and Abstracts FY 79: None

12, This study is considered to be an ongoing clinical observation with
no determined date for completion. In this same respect there are no
specific numbers of patients required befors the study is completed. It
is estimated that the maintenance of data zs required by the Upjohn
Pharmaceutical Company will be terminated once the agent is available for
general use, Thus, it is very likely from present knowledge that the pro-
ject in its present form will be terminated during FY $0.

Type of Report: Interim
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Work Unit No: 1212

Title of Project: Computer Assisted System for Coronary Artery Disease
(CASCADE).

Principal Investigator: Patrick J. Lawrence, LTC MC

The Principal Investigator, Dr. Patrick J. Lawrence, is now a civilian living
in New Hampshire.

There are no other individuals on the Cardiology Service who are interested
in completing this project.
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Work Unit No.: 1213

Title of Project: Electron Microscopic Evaluation of Cardiovascuiar
Guidewires.

Principal Investigator: Patrick J. Lawrence, LTC MC
The Principal Investigator, Dr, Patrick J, Lawrence, is now a civilian
living in New Hampshire.

There are no other individuals on the Cardiology Service who are interested
in completing this project.
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DISPOSITION FORM

For vse of this ferm, see AR 340-13, the prepenent egency Is TAGCEN. .
REFERENCE OR OFFICE SYMBOL SUAIECT
HSWP-ME Annual Progress Reports from Kyle Metabolic Unit
T ¢, Clin Invest Svc FROMasse C, KMU OATE 26 oOct 79 CuT 1

l. Sixty seven (67) annual progress reports from the Kyle Metabolic Unit are attached
and are grouped by KMU ordering authorities. Seven of these are final reports (work
unit numbers 1331, 1345, 1356, 1373, 1384, 1302-78 and 1306-78).

2. These 67 reports indicate that in FY-79 KMU spent $153,727 for supplies (EOE, 2600)
and $68,551 for contractural services (EOE 2572) but do not include the $7,500 for
supplies spent in the KMU general laboratory supply fund. The total funds spent by
KMU can be calculated in three ways which are in relative good agreement,

Annual Reports KMU Records CIS Records
Supplies $161,227 $166,000 178,767
Cont. Svec 68,551 63,500 Not Available

3. The funds requested for FY-80 as indicated on the 60 annual reports total $236,075
for supplies and $91,620 for contractural services. These amounts do not refleéct the
funds requested for 9 work units not included in the annual reports which are 1351,
1352, 1369, 1388, 1303~79, 1306-79, 1307-79, 1311-79, 1312-79. The total funds
required by KMU for FY-80 are more accurately indicated by the COBE submitted on 30
April 1979 with $257,330 for supplies and $101,720 for contractural services. The
FY~80 COBE request for these elements of expense represents a 13.2% increase ovar

|{the FY-79 COBE request.
Ny
/4' éﬁ%’ldv&// )74. 0.

H. LINTON WRAY,/M.D.
LTC, MC
Asst. Chief, Kyle Metaboliec Unit
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Work Unit # 1308

Title: Inderal Xinetics in hyperthyroidism
Principal: Kenneth D. Burman

Associates: Leonard Wartofsky

Objectives: To determine if Inderal lsvels correlate with clinical
state in thyrotoxicosis

" Tachnical Apprcach: Serum Inderal levels are measured aftar a single dose
and again after more chronic drug administration.

Progress and Results: Although no appreciable results have been obtained
on this protocol we do have preliminary results
that suggest the half life of Inderal is about 90
minutes. We request that this protocol be
continued bacause we have renewed interest in this
problem mainly because it has recently been shown
that Inderal inhibits T4 to T3 conversion. Also,
Dr. Smallridge and Dr. Jurney on our staff have
been investigating the in vitro effect of Inderal
in rats and also have arranged for Dr. Schand from
Vanderbilt Univ to assay their samples for Inderal.
Because of this demonstrated renewed interest in this
problem we request that the protocol be continued and
that the above mentioned investigators be added as
assoclates.

Funds Utilized FY 79 None

Funds requested FY80 Consumabie Supplies 500
Reprints 250

Publications None

Tvpe of Report: Interim
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: For use of this ferm, see AR 340-15, the prepenant agency Is TAGCEN.
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-3 \'\.
= HSWP-ME Response on Work Unit Number 1308, 1811, 1348 and 1353. ;
‘-’ XX THRU C, Clin Invest Swvec FkoM Kermeth D. Burman, MD OATE 11 Dec 79 CuT 1 :
‘ Burman/1mm/61417
~4 - T0 ~ Richard J. Sumer, MD ,

4 | I have the following comments and rebuttal concerning LTC Summers comments of 6 Nov 79
3 regarding the following protocol amd progress report, ''Inderal Kinetics in Hyper-
N thyroidism, Work Unit Number 1308.

1. LTIC Summers has indicated that slight progress has been made on the protocol, of :
which we agree. There is no deviation from the original protocol in that all of our :
studies have been done in humans and that Dr. Smallridge and Dr. Jurney in conjunction]
with Dr. Schard from Vanderbilt University are performing in vitro studies ard in vivo
studies of the effect of Inderal in rats. If these studies in vats performed by my
co-workers on a different study protocol do indicate that thyroid hormone has an

L effect on Inderal kinetics we then will return to our human study involving work unit
- number 1308. At the present time approximately 8 patients have been studied with

: Inderal kinetics, there have been no side effects in the patient studies thus far.
There is no plan at the moment to consider the effect of Inderal in vitro on rats

to the present protocol because it is my understanding that Dr. Smallridge and Dr.
Jurney ﬁave a protocol in rats for this purpose. For further clarification we are
able to determine T4 to T3 conversion estimates by just obtaining T4 and T3 measure-
ments in these patients ard that is approved.

2. Response to Work Unit 1311, Treatment of Thyroid Storm with Anion Exchange Resin.
' We would like to thank LTC Sumers for his kind comments regarding this protocol. We
believe that the present price of the resin colum is approximately $500.00 and that
the purpose for the request for this money is - so that if a patient comes in
we would be able to supply the column as indicated.

3. Response to caments regarding Work Unit Number 1346, Thyroid Function Tests in
Cord and Maternal Sera. We would again like to again thank LTC Sumers for his kind

3 comments regarding the progress made on this protocol. We also believe upon recon-

4 sideration that the request for FY-80 for consumable supplies of $5,000.00 is slightly
excessive and we would like to lower this request to what was used in FY-79. Speci-
fically $3,500.00. This $3,500.00 however we would like to point out, is quite
necessary for us to obtain the columns, the resins, the isotopes, ard the antibodies
required for use in this protocol.

3. Comments regarding Work Unit Number 1353, The Regulation of T4 to T3 Conversion.
We also believe upon reflection that the request for a budget of $10,000.00 for
consumable supplies is slightly excessive arnd would request that this be lowered to
$5,000.00. However, the $5,000.00 request seems quite resonable to us because at the
moment we are involved in isolating the enzyme involved in T4 to T3 conversion and that
the resin involved in this system are expensive anion and ganion exchange resins with
L_sophistocated colums including gfr{ gradients and that these supplies are expensive.
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Work Unic No.: 1310

Ticle of Project: TRH in Patieats with Hypothalamic Pituitary Thyroid Disease

Investigators:

Principal: Leonard Wartofsky, COL, MC
Assceiates: K.D. Burman, LIC, ¥C, R.C. Dimond, LIC, MC, M. Schaaf, M.D,

Objectives: To assess the response to synthetic TRH (Thyrotropin releasing
hormone) in various suspected endocrine disordars.

Technical Approach: Patients are studied on the metabolic ward. Blood samples
are drawa for measurement of thyrotropin, prolactin, and
othar hormones, before and after the bolus injection or
infusion of 100-500 mcg of synthetic TRE. Until Dec 1976,
the lacter agent was an invastigatiomal drug but has since
been released for clinical use.

Progress & Results: Approximately 550 such studies have been completed in

approximately 340 subjects. Although some data is yet

to be analyzed, much already has appeared in the publications
listed below. Additional related studies on elucidatiom

of abnormalities of the hypothalamic-pituitavy-thyroid

axis employing TRH as a probe are still underway, however.

Conclusions: TRH has been found to be a useful ageant for the assessment of
disorders of the hypothalamic-pituitary-thyroid axis, with minimal
or negligible side effects or problems associated with its use;
and has also proved to be a valuable research tool,

Funds Utilized FY-79: Funds Requested F¥-80:

PRL in Normal and Hypctayroild Subjects by Use of Continuous TRH

1100 Personnel 2895 1100 Personnel 3000
2100 Travel 600 2600 Cons. Supplies 2000
2319 Rental 100 TOTAL 5000
2400 Print. & Repro. 750
2572 Contractual Svcs. 200¢
2600 Cons. Sunplies 750
3100 Non~Exp. Equip. 300
TOTAL 7595
Publications: 1. Wartofsky, L., et al, Estimates of Pituitary Stores of ISH and

Infusion, Advances in Thyrcid Research, Excerpta Medica, pp.

268-271, 1.976.

2. Wartofsky, L.

get of Acute Increases in Serum T3
- u
-

?
on TSE and PRL Responses to TRH, J Clin Endocrinol & Metah,
2

42:4531-4%56, 1

3. Warteisky, L., et al, Mature of Thyroidal Sugpressico and TSH
and 2% Responses to TR during Experizental Malaria in ¥an,
J Clin Zndocrinol & Metab, -4:85-9C, 1977.
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Type of Report:

4.,

3.

6.

Burman, K.D., R.C. Dimond, F.D. Wright, J.M. Earlil, J. Bruton,
and L. Wartofsky, A Radioimmunoassay for 3,3'5'-Triiodothyronine
(Reverse T3): "Assessment of Thyroid Gland Content, Serum
Measurements in Conditions of Normal and Altered Thyroidal
Economy, and Serum Concentrations following Administration

of TRH and TSH, J Clin Endocrinol & Metab 44:660-672, 1977.

Corrigan, D.F., K.D. Burman, R.C. Dimond, M. Schaaf, J.M. Earll,
J.E. Rogers, F.D. Wright, and L. Wartofsky, Parameters of
Thyroid Function in Patients with Active Acromegaly, Metabolism
27:209-216, 1978.

Burman, K.D., R.C. Dimond, Y-Y Djuh, J. Bruton, T.B. Washburn,

F.D. Wright, and L. Wartofsky, Failure of 3,3'-T2 Administration
to Alter TSH and Prolactin Responses to TRHE Stimulation,

Metabolism 27:677-683, 1978.
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ork Unic 1311
Title Treatment of Thyroid Storm with anion exchange resin
Investigators: Kenneth Burman

Associlate: Leonard Wartofsky

Objec:ive: The purpose of this protocol is to have available a
treatment of thyroid storm,a very serious disease,
which could be used in selected circumstances. It must be
‘ stressad that when and if such a patient comes into the
hospital he will be vervy ill and would require
immediate treatment. We request that this protocol be xept
active 'so that it could be applied in this particular
instance when it would not be possible to delay. To date
such a patient has not come into the hospital and we have not had
the opportunity to use this protocol.

Progress and results: No patient has yet to enter the hospital.
Technical Approach: The use of hemoperfusion and circulation of the

blood through an anion excahnge resin to remove the
thyronines. (“

Funding: Utilized FY 79  None

|
f
Requested FY 80 500,00 for a resin column |
!

Publications in the last year: None

Interim Report é
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HSWP-ME Response on Work Unit Number 1308, 1311, 1348 and 1353.

_sophistocated colums including TH gradients and that these supplies are expensive.

]

v

X THRU C, Clin Invest Svc FROM Kenneth D. Burman, MD 0ATe 11 Dec 79 CuT 1
Burman/lmm/61417
10 Richard J. Summer;, MD

I have the following comments and rebuttal concerning LTC Summers comments of 6 Nov 79
regarding the following protocol ard progress report, 'Inderal Kinetics in Hyper-
thyroidism, Work Unit Number 1308. .

1. LIC Summers has indicated that slight progress has been made on the protocol, of
which we agree. There is no deviation from the original protocol in that all of our
studies have been done in humans and that Dr. Smallridge and Dr. Jurney in conjunction
with Dr. Schand from Vanderbilt University are performing in vitro studies and in vivo
studies of the effect of Inderal in rats. If these studies in rats performed by my
co~-workers on a different study protocol do indicate that thyroid hormone has an
effect on Inderal kinetics we then will return to our human study involving work unit
mmber 1308. At the present time approximately 8 patients have been studied with
Inderal kinetics, there have been no side effects in the patient studies thus far.
There is no plan at the moment to consider the effect of Inderal in vitro on rats

to the present protocol because it is my understanding that Dr. Smallridge and Dr.
Jurney have a protocol in rats for this purpose. For further clarification we are
able to determine T4 to T3 conversion estimates by just obtaining T4 and T3 measure-
ments in these patients and that is approved.

2. Response to Work Unit 1311, Treatment of Thyroid Storm with Anion Exchange Resin.
We would like to thank LTC Summers for his kind comments regarding this protocol. We
believe that the present price of the resin column is approximately $500.00 and that
the purpose for the request for this money is so that if a patient comes in
we would be able to supply the column as indicated.

3. Response to comments regarding Work Unit Number 1346, Thyroid Function Tests in
Cord and Maternal Sera. We would again like to again thank LTC Summers for his kind
comments regarding the progress made on this protocol. We also believe upon recon-
sideration that the request for FY-80 for consumable supplies of $5,000.00 is slightly
excessive and we would like to lower this request to what was used in FY-79. Speci-
fically $3,500.00. This $3,500.00 however we would like to point out, is quite
necessary for us to obtain the colums, the resins, the isotopes, and the antibodies
required for use in this protocol.

3. Comments regarding Work Unit NMumber 1353, The Regulation of T4 to T3 Conversion.
We also believe upon reflection that the request for a budget of $10,000.00 for
consumable supplies is slightly excessive and would request that this be lowered to
$5,000.00. However, the $5,000.00 request seems quite resonable to us because at the
moment we are involved in isolating the enzyme involved in T4 to T3 conversion and that
the resin involved in this system are expensive anion and ganion exchange resins with
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Work Unit: 1329

Title: Lithium effects on thyroid

Investigator: Principal Kenneth Burman

Associata: Leonard Wartofsky

Objective: To ascertain the effects of Lithium on peripheral conversion

Technical Approach: The use of radiolabelled T3 and T4 to determine
the T4 to T3 conversion rata. Hypothyroid
subjects on exogenous .4 are treated and the kinetics
and peripheral levels of T4 and T3 measured. The
clinical importance of these studies are that Lithium is
an agent that will be increasingly used in the
treatment of thyrotoxicosis and this protocol will
help determine its mechanism of action.

Progress and Results: No patients have been studied in the last year.

Conclusion: Lithium probably influences T4 to T3 conversion

Funds Utilized: FY 79 $1,070

Publications None in the last year

Type of report: Terminated

)
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Work Unit Number: 1331

Title of 2roject: Effect of Lodine and Lithium on the Release of
Thyroxine from the Thyroid Gland of Patients with
Thyrotoxicosis.,

Investigators:

Principal: Timothy M., Boehm, MAJ MC
Associates: Kenneth D. Burman, LIC MC
Leonard Wartofsky, COL MC

Objectives: To compare the inhibitory effect of iodine and lithium
upon thyroidal release in thyrotoxicosis and evaluate
whether the addition of each drug to the other achieved
any additional benefit,

Technical Approach: In brief, a double isotope tachnique was used to
measure thyroidal release and varameters of
peripheral thyroid hormone metabolism. There
were no modifications to the orieinal nrotocol,

except that some gatlents received slipghtly smal-

{ ler amounts of 1231, and I-T4 than specified
in the original protocol.

Progress and Results: Twenty-one patients have completed study.
Lithium and iodine are comparably efficacious
agents in blocking thyroidal release, Additional
therapeutic benefit was observed if lithium was
added to iodine therapy hut not if iodine was
added to lithium. This additional benefit was
observed regardless of whether methimazole was
employed. Three additional patients received
iodine during both treatment periods, no addi-~
tional decrease in release was seen during thea
second iodine treatment period, ruling out a
cumulative iodine effect as the origin of the
additional benefit seen when lithium was added to
iodine,

Progress and Results: 1. Lithium and iodine are comparably effica-
cious in inhibiting thyroidal release.

2, An additional inhihition of thvroidal
release is seen when lithium is added to pyees-—
tablished iodine therapv.

LA

S




TR

ey

i

Conclusions: Tnere were no serious/unaxdectad side affacts, Several

T opatiaats experiznced a wild increase im thirst and
malaise on lithium, but these side sffects wvere
expected,

Funds Utilized, FY=79: VYone

Funding Requirements, FY-80: tone exc2nt for reprints/oage charzes,

Publicationsg: '"Lithium and iodine combination theraovy for thwrotoxi-
cosis", accepted for oublication in Acta Endocrinolo-
gica.

Tvoe of Report: Project is terminated effactive the date of pubhlica-

tion; there will be no further patient entry onto the
study,
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work vnit wmo.: 1334
litle of Froject: .ine hnegulation of T4 to T3 Conversion
Investigators: Burman, Smallridge, Latham and wartofsky

Uojective: 1o isolate the enzyme responsivle from T4 to
13 conversion.

Tecnnical approacn: <Column caromatbgrapny

rrogress and hesults: Tnis protocol overlaps with project
#1353, out the major purpose of tnis protocol over the
next several years is for us to isolate and purity tne
enzymes systems involved in 14 and 13 conversion.
Preliminary studies, usually clinical in nature, nave been
puolisnea (Metadb 25: &05, 1979).

Conclusions: 1In progress
have tnere been any adverse reactions? wo

Funds utilized F{-79: Funds requested £Y-50:

iravel: $1,000 $1,000
Printing: . 500
consumable: 6,000 ' 6,000

Total 7,G00C 7,500

ruolication: 4as aoove
iype of report: linterin

kstinmated date of couplietion and/or number of more
studies tc oe performed incluaing plan over next 1-3

sears: 10 isolate and purify tne enzymes will involve
apout 3 years.
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Work Unit No.: 1340

Title of Project: Use of Fluorescent Thyroid Scanning to asvaluate Icdine
Kinetics during Propylthicuracil Therapy of Graves' Disease

Principal Imvestigator: Charles E. Smith, MAJ, MC

Associate Investigators: Leonmard Wartofsky, COL, MC, Kermech D. Burman, MAJ, MC
Robert Kaminski, LIC, MC

Objective: To utilize the fluorescent thyroid scamner to quantitate ard follow
alterations in thyroidal iodine content during antithyroid therapy
of Graves' disease.

Technical Approach: 10 to 20 patients with Graves' disease are to be studied.

The following tests will be performed weekly throughout

the study: serum thyroxine (T4), serum triiodothyronine (T3),
resin uptakg,of triiodothyronine (T3RU), serum iodine (I.),
thyroidal ~“'I (I.) by fluorescent scan. In addition, t¥o
24 hour urines per week will be collected and 24 hour

iodide excretion (I ) determined. At the end of each study
pericd a perch].orat:él discharge test (Clz) will be performed.

Basal determinations of entry into study: T4, T3, T3RU, Is’
1.,1.,Cl,. ‘
£ Tyt V2

Study period I: propylthiouracil 130 mg/day weekly:

T4, T3, T3RU, Igs Iy Iu

Study pericd ends when weekly studies are stable; C12 at
erd of study period.

Study Period II: Propylthiouracil 430 mg/day.

Study pericd erds when weekly studies are stable; C12 at
erd of study period. .

Study Period III: Propylthicuracil 1200 mg/day.

Study pericd ends wnen weekly studies are stable; Clz at
end of study period.

{ Study Period IV: Identical to Study Pericd III except
5 drops SSKI tid

Stucdy ends at cne weex.

il

Progress & Results: 10 patients have been sticied o date ard the data is
presently being evaluztacd. Attempts are being made o
recruis additicral patisnts, althoush it is anticipatad
that there will be scme celay due to the absence of the

orincipal investizator who s on temperary duty in CGermany.

-

Studies to resure in 1930.
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Funds Utilized FY-79:
Funds Requested FY-80:

b A Lo SRS AL (e ren e

Total

{ gide effe
' in the study protocol

In response to his reque

were absolutely no unexpecte
cts related to any of the therapeutic manipulations detailed

L Conclusions: None as yet

Consumable Supplies § .00

1100 Persormel 2000
2100 Travel 400
2519 Rental 200
2400 Print. & Repro. 400
N 2572 Constractual Svcs. 1000
2600 Cons. Supplies 2000

3100 Non-Expendable Equip. 0

6000

Publications: None published (One abstract submitted)
Type of Report: Interim

st for information we can state that there
d side effects or increased incidence of

in any patients studied to date.

e S — e Moy ¥

SR |

PR



-

TR e 4 T e M I R TS

Work Unic: 1345
Ticla: Conversion of tastostarone to estradiol
Principal: Xenneth Burman

Objectives: To determine if testostarone conversion is altered in Klinefelters
Syndrome

?echnical Approach: Isoptopes
Progress and Results: None Raquast that this protocol be discontinued
Funds Utilized FY 79 None (”

Final Report

E S e

BRSSP N5 WS R0

e’

i i



S e e B it T L COME i i 4 T TR

worKk unic io: 1346

fitle ot rroject: 1lnyroid Fuanction Tests in Lord and
maternal 3Sera 3

Investigators: burman, Smallriage, wartofsky, raagaro,
and Cannmann

I

ubjective: 10 measure levels of chyronines in cord blood
and maternal vlood and af are ootained.

Frogress and hesults: we have completed several measure-
ments in tnese tluids and have de-
terminated tnat T4, 13, and T2 all
exist in tnem., The plan is to
neasure otner tnyronines as their
assays pecome availaole, for ex-
ample, ti and o

A st LT

Conclusions: Heverse 13 can be used to assess tanyroid
status of baoies in utero.

nave there been any adverse reactions? wo

funas utilized, FY-T79 Funds requested, Fr-80 E

: H

iravel pe, GO0 Le, 000 i

ventractual 500U i
rriating 500
tonsumaple 1,000 5,000
Total $3,500 7,503

rublications: JCre 40:3z, 1979, JdCry UT7:105G, 16706, JCEN
in press concerning 35.2.

3 Iype of nepori: lnterin :
: vate of Completion: we request exteansion of this protocol E
to cover tne next three years as we 1

develop assays tor tl ana lo.
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DISPOSITION FORM

For use of theg iarm, see AR 248.15, the scepenent ageney is TAGCEN.

‘i 4 TEFERENCE R SFFICE STREOL WRECT
3
% i -~ . -
8. } Response to CIS re protocols 1346,1333 i, g
2
0 VD FROM el TS DATEtC Se—r o I

1. Re protocol 1353-125 I T3 1COCuci/ug ome vial (50Cuci) every months
for 12 months- cost of each vial about 250 dollars, total cost 3000 dollars
125 I T4 one vial (500 uci) every month for twelve mchths-
cost of each vial about 250 dollars, total cost 3000 dollars
125 I reverse T3 (3500 uci) every month for 12 months :
cost of each vial about 25C dollars, total cost 3000 dollars. @
Oth er consumable supplies such as reagents, chemical, :
colums add up to about 1000 dollars- Sephadex-4CO dollars;

2. As detailed above, the budget suggested on the original progress report was
ard continues to be what we consider reasonable. It should be noted that

= this protocol constitutes the major endeavor of our group including the

;! time of Mrs. Wright, Lukes, Dr. Latham , Dr. Tseng, and portions of the time

- of other individuals. In addition, we believe that sufficient progress has

3 been documented in this and all other protocols to substantiate our request !
1 as reasonable.

3 3. If , however, it i{s not possible to fund the requested amount we respefully
] request that the isotope be funded every other month, but, of course, this is ,
less desirable since the results from isotope that is over 6 weeks old may ;
be in question. ' :
!

4, Attached addendum added for protocol 1346 as requested.

5. Thank you.
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Addendum to protocol 1346

- - s

TR
e I

T0

1. Request that protocol 1346 be amended to allow us to measure 3,5 T2,

3'5'T2, 3'TL, TO and Tetrac in cord blood, maternal blood, and anmiotic fluid.

In order to perform these studies, we. need to extend the number of patient
studied so that we are also requesting that we be able to measure these
parameters in 20 more subjects. It should be emphasized that the original
consent form and volunteer agreement still apply and can be used and that
there is absolutely mo additional risk to this addendum.; all it actually
emphasizes is that the patients will have full knowledge of all of the tests

that there blood will be used for in addtion to those outlined in the
original protocol.

2. Our recent advances in understanding of thyroid hormone physiology and

our ability to develop newer tests of thyroid function have been made largely
due to the approval oi our first original protocol.

3. Thank you.
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Work unit wo: 1347

fitle: Lnvestigavions iato tne paysiology of rT3 and
3,372,

Investigators: Burman, Latnaz, Ssallridge, and Wartofsky

Gojective: To determine the influences that alter conver-
sion.

Tecnnical Approacn: Serum neasurements

Progress and Results: we nave performed many clinical j
studies and have shown that ri3 clearance is altered by )
tnyroid state (JCed 4¢:32, 1979). Our main purpose over
the next several years is to investigate tne factors in-
fluencing 3,3'72 levels and cliearance. Specifically, un-
labellea infusions of this and otner tnyronines will be
given during fed and fasting states and to hyper and hypo-
thyroid subjects.

Conclusions: ri13 clearance is increased in thyrotoxicosis

Have tnere bDeen any adverse reactions? No

funds utilized, #FY-79: funds requested, FY-00:

Travel $1,000 $1,000

Contractual 500 500

Consumaole 2,500 2,500 k
Total $4,000 $4,000

publication: wone
Type of report: Interinm '

To perfora tas studies outlined above :
will take avout tarse years.
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work unit wko: 1353
Title of Project: The Regulation of T4 to T3 Conversion
Investigators: bBurman, wartofsky, Smallridge and Latham

Uojective: To study tane factors regulating T4 to T3 con-
version.

Technical Approach: Serum measuremeants and isotopes

Progress and Results: This study has several aspects. We
nave determined serum measurements in various me-
tabolic states of thyroid hormones (Metabolism
26:605, 1979), and have also determined in vitro
factors regulating conversion such as T4 adminis-~
tration to rats. (Article tentatively accepted
by Acta Endocrinologica.) We are in the process

of extending these observations to othe~ hormones
such as 3573 and T1.

Conclusions: Stress, glucose and TY§ alter T4 to T3 con-
version.

Have there been any adverse reactions? wo

Funds utilized FY-79: Funds réquested FY-80

Travel $1,000 $1,000
Printing 500
Consumable 1,000 1,000

$2,000 $2,500

Puplication: See above.
Iype of report: interim

We will extend cur studies to other lesser iodinated
tnyronines and will also isolate the enzymes involved in
T4 to T3 conversion. Sucn isolation would have tremendous

clinical application although this represents a full time
effort for about two years.

v e e mat e s
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DISPOSITIONM FORM

Lor use of this loem, see AR 140.15, the prepenent cgency is TAGCEN.

REFEAENCE OR OFAICE STMEOL WBIECT

HSWP-ME Response cn Work Unit Number 1208, 1311, 1348 and 1353.

™ THRU C, Clin Lovest Svc FROM Kermetn D. Buxman, MD OATE 11 Dec /9 CAT 1
Burman/lmm/61417

T0 Richard J. Summex;, D

I have the following ccmments ard rebuttal concerning LTC Summers ccmments of 6 Nov 79
regarding the following protocol ard progress report, 'Inderal Kinetics in Hyper-
thyroidism, Work Unit Number 1308.

1. LIC Summers has indicated that slight progress has been made on the protocol, of
which we agree. There is mo deviation from the original protocol in that all of our
studies have been done in humans and that Dr. Smallridge and Dr. Jurnmey in conjunction
with Dr. Schard from Vanderbilt University are performing in vitro studies ard in vivo
studies of the effect of Inderal in rats. If these studies in rats performed by my
co-workers on a different study protocol do indicate thet thyroid hormeme has an
effect on Inderal kinetics we then will return to cur human study involving work unit
mumber 1308. At the present time approximately 8 patients have been studied with
Inderal kinetics, there have been no side effects in the patient studies thus far.
There is ro plan at the moment to consider the effect of Inderal in vitro on rats

to the present protocol because it is my urderstanding that Dr. Smallridge ard Dr.
Jurney have a protocol in rats for this purpose. For further clarification we are
able to determine T4 to T3 conversion estimates by just obtaining T4 and T3 measure-
ments in these pacients ard that is approved.

2. Response to Work Unit 1311, Treatment of Thyroid Storm with Anion Exchange Resin.
We would like to tharnk LIC Summers for his kind comments regarding this protocol. We
believe that the present price of the resin colum is approximately $300.00 ard that
the purpose for the request for this money is so that if a patient comes in
we would be able to supply the colum as indicated.

3. Response to comments regarding Work Unit Number 1346, Thyroid Function Tests in
Cord ard Maternal Sera. We would again like to again thank LIC Summers for his kind
comments regarding the progress made on this protocol. We also believe upon recon-
sideration that the request for FY-80 for consumable supplies of $5,000.00 is slightly
excessive and we would like to lower this request to what was used in FY-79. Spec.-
fically $3,300.00. This $3,300.00 however we would like to point out, is quite
necessary for us to obtain the colums, the resins, the isotor.s, and the antibed:es
required for use in this protacol.

3. Cerments regarding Work Unit Number 1353, The Regulation of T4 to I3 Conversion.
e also believe upon reflection that the request for a budget of $10,000.00 for
consumable supplies is slightly excessive ard would request that this be lowered to
$5,000.00. However, the 35,000.0C request seems quite resonable to us because at the
moment we are involved in isolating the enzyme invelved in T4 to T3 conversion ard that
the resin irvolved in this system are expensive anion and ganicn exchange resins with
_scphistecated colurms incluging TH gradients and that these supplies ars expensive.

2% A fand RAEPILASTS 22 T3 I3, a=iTH 5 S8SC.2TE,
.
. 2499

)

FRE-T1 N NI SR ey



DISPOSITION FORM B

For use of this form, see AR 340.15, the prepenant agency is TAGCEN,

REFERENCE OR OFPICE SYMBOL, WAIECT -
Response to CIS re protocols 1346,1353
70 CIS From  Rerr SOt MR35 19 -Dec—79 raven

1. Re protocol 1353-125 I T3 1000uci/ug ome vial (500uci) every month:
for 12 months~- - cost of each vial about 250 dollars, total cost 3000 dollaxs
125 I T4 one vial (500 uci) every month for twelve mohths—
cost of each vial about 250 dollars, total cost 3000 dollars
125 I reverse T3 (500 uci) every month for 12 months
cost of each vial about 250 dollars, total cost 3000 dollars.
Oth er consumable supplies such as reagernts, chemical,
colums add up to about 1000 dollars- Sephadex-400 dollars;

2. As detailed above, the budget suggested on the original progress report was
ard continues to be what we consider reasomable. It should be noted that

this protocol constitutes the major endeavor of ocur group including the

time of Mrs. Wright, Lukes, Dr. Latham , Dr. Tseng, and portions of the time
of other individuals. In addition, we believe that sufficient progress has
been documented in this and all other protocols to substantiate our request
as reasonable.

4
3. If , however, it is not possible to fund the requested amount we resﬁefdly
request that the isotope be funded every other month, but, of course, this is
less desirable since the results from isotope that is over 6 weeks old may
be in question.

4. Attached addendum added for protocol 1346 as requested.

5. Thank you.
5 R
/Q\m@h}(/&c@
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DA lF'Cz':M” 2496 REPLACES DO FORM 95, WHICH IS OBSOLETE.
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Work Unit No.: 1354

Title: Purification of Testosterone-estradiol Binding Globulin

Investigator: Robert A. Vigersky, M.D. MAJ MC

Objective: To purify and characterize the beta-globulin which
1s responsible for binding testosterone and estradiol in plasma
in order to study the physiologic effects of steroid binding on
target tissue function and to develop a radioimmunoassay for

the protein.

Technical Approach: Serial purification methods are used, e.g.,
perparative polyacrylamide gel electrophoresis, affinity
chromatography, temperature dependent affinity chromatography,
isotachophoresis, gel filtration on G-100 Sephadex and Sephacryl.

Progress and Results: Technical assistance was provided during-

the last 0 months Irom March 1979. Since that time we have
establisied elution profiles for the protein on Sephadex G-100

and Sephacryl with an approximate 200-fold purification from the
latter step. We have established a new type of affinity column
using Concanavilin A with the elution solute being a linear

gradient of alpha-methylmannoside and have developed the elution
profile of standard proteins and testosterone-estradicl binding (M,
globulin on this column. In addition, we have used Amicon
filtration for concentration of a greater than 90,000 m.w. retentate.
Affinity chromatography and preparative polyacrylamide gel
electrophoresis are currently being attempted.

Conclusions: Major progress has been made in establishing the
techniques necessary for serial step-wise purification of
testosterone-estradiol binding globulin.

Funds Utilized, FY-73: None

Funds Requested, FY-80: (Note - partial funding from grant from
U.5. UL H. S,

Supplies, gnrl $£5000
Printing, publication 500
Rental 200
Isotopes 400
Travel 500
Total $6600

Publications: None

Tstimated Date of Completion: Sept. 30, 1981.
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Uork Unit No.: 1355

Title of Project: The Effect of Short-Term, High-Dose Steroid upon
Thyroidal Release in Thyrotoxicosis.

Investigator: Timothy M. Boshwm, MAJ ¥C

Objectives: To ascertain whether high dose steroid inhibits thyroidal
release in thyrotoxicosis aad to quaatify effects of hieh
dose steroid upon peripheral thyroid hormone metabolism.

Technical Approach: In brief, a double isotope technique was used to
measure thyroidal release and parameters of
peripheral thyroid hormone metabolism. There
were no modifications to the orieinal protocol,
except that somi patients received slightly smal-
ler amounts of 1291 and 125I-T4 than specitied
in the original protocol,

Proeress and Results: Three patients have completed study, Serious
questions have arisen regardiang the validity of
the double isotope technique as a measure of
thyroidal release. In addition, other proto-
cols involving thyrotoxic patients have been
assiened a higher priority., It is anticipated
that 3-5 patients may he entered on study dur-
ing FY-R0., There have been no serious uuexnec~
ted side effects,

Conclusions: None

Funding Requiremants (FY-80): None

Funds Utilized, FY-79: None

Time Required to Complete: June 1939

Type of Report: Interim
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Work Unit No.: 1356

C
Title; The Pituitary-Gonadal Axis and Testicular Function in
Hyperthyroidism

Investigators:
Principal: Robert A. Vigersky, M.D. MAJ MC
Gerald S. Kidd, M.D. MAJ, MD

Objective: To assess the status of the pituitary-gonadal axis
an% the status of spermatogenesis in men with hyperthyroidism.

Technical Approach: Measurement of basal levels of total and

tree testosterone and estradicl, LH, FSH and testosterone-estradiol
binding globulin while patients are hyperthyroid before being

put on therapy. Semen analysis performed on at least 3 cccasions
with motitlity, morphology, and density being analyzed. Pituitary

and testicular reserve measured via LHRH and HCG tests, respectively.

Progress and Results: Of the seven patients studied, abnorial

semen analysis was found in 4 of 6 in whom it was performed and

the hormonal studies showed partial Leydig cell failure with abnormal
feedback regulation of gonadotropins.

Conclusion: Men with hyperthyroidism have several abnormalities of
the pituitary-gonadal axis which involved the Leydig cell, seminifer-
ous tubule, and feedback regulation. ( ?

Funds Utilized, FY-79:$2,000(2572)

Funds Requested, FY-80: None

Publications, FY-79: Kidd, G.S., Glass, A.R., and Vigersky, R.A.,

The hypotnalamic-Pituitary-Testicular Axis in Thyrotoxicosis,
J. Clin. Endo. Metab. 48: 798, 1979,

Estimated Date of Completion: Study is presently completed. This

1s a findl report.
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Work Unit No: 1357

Title of Project: Effect of T4 and Ty on Extracellular Cyclic Nucleotide
Levels in Humans.

Investigators:

Principal: H. Lintom Wray, LIC, MC

Asgsociates: Kenneth D. Burman, LTC, MC, Robert C. Smallridge, LTC, MC,
Leonard Wartofsky, COL, MC

Objective: To determine if, in humans, urine and plasma levels of cyclic AMP
and cyclic GMP are changed by administration of 3,5,3' triiodotnyronine (T3) and
3,3',5' trilodothyronine (reverse I3, rT3).

Technical Approach: Hypothyroid patients will be studied before, during and
after taking T3, rT3 or both T3 and rT3. Hyperthyroid patients will be studied
only with rT3, Patients will be studied for 12 days: 3 days of baseline, 6

days of treatment and 3 days of post-treatment. Plasma cyclic AMP and cyclic GMP
and serun T3, rTy and T4 will be measured on days 1-5 and 8-12.

Progress and Results: Three hypothyroid patients treated with T, have shown an
increase in plasma cyclic AMP and a decrease in nephrogenous cyclic AMP without
s significant change in urine cyclic AMP., The data for cyclic GMP appears to
show no change. .

Conclusions: Thyroid hormones particularly T3 are important in regulating
extracellular cyclic AMP levels in humaus.

Funds Utilized, FY¥-79:

1]

2600 Supplies $ 486

Funds Requested, FY-80:

2600 Supplies $4,000
2572 Contraci Svec

Publications: None

Type of Report: Interim




work Uniz: 1358

Ticle: The effect of obesity and fasting on T 3 receptors in circulating
mononuclear cells

Principal: K D 3Burman
Associatas: K Latham, Leonard Wartofsky

Objectives: To determine if white cell receptors are altered in obese subjacts
both while eating and fasting

Technical dApproach: Patients are studied while eating a regular diet and

again while fasting. The period of fasting can last as
long as 14-17 days. White cell T3 receptors are studied
at each feeding or fasting interval,

Progress and results: Sigaificant important findings relevant to thyroid
hormone action has resulted from this protocol and will
continue to emanate from this study over the next few
years. Specifically, we have proven that T3 white cell
receptors are lower in obese subjects than normal and that
fasting causes an increase in white cell receptors. We have
also shown that the cell binding is mediated through the
lymphocytes. A very tight normal range has been derived and the
assay has been found to be excellent.

Plans: Over the naext several years we hope to continue in this protocol to find out
exactly what type of cells mediating binding and the precise mechanism of
the increased binding in fasting. The clinical protocol will remain the
same bSut further detailed studies will be conducted in the lab to prove
if the T3 receptor in white cells is similar to that in animal tissues.

Conclusion: Fasting raises T3 receptors in white cells

Taere hav2 besn no serious side eifects to any patiant in this protocol

Funds Usilized: FY 79 Personnel: 83, 000
'm : !
Constmable 4.000
P
57,000
Funds recueszed TY 30: Personnel: 3, UUU
1 hle: =
Consumatle: 3,000
Priatingz: 500
Total 38,500
Podlizzzioasy Zurrman, X0 et zl, Soluodilized nuclear T3 and TL vzeeprors ia cirzllating
mononuzlear zalls, Praesancad ab a2 Incacerine Jocielv, June, 7%, Ananain,

TR A PR




S iy

W R

EERTRISS

YT TR

R SRR s e ot - RESFER

Publications: An article with the same title and authors as the above mentioned
abstract hasbeen submitted for publication at the Journal of
Clinical Investigation. The original article was sent the fifth
of May 1979 and the revised manuscript was sent Sept 7, 1979.

Type of Report: Interim
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Work Unit No.: 1359

Title of Protocol: The Effect of Reverse T3 and e,3'T2 on Thyroid Gland
Secretion, T4 Degradation, and Iodide Leak in Thyrotoxic
Pationts.

Investigators: Kenneth D, Burman, MAJ MC
Timothy M.. Boehm, MAJ MC
Leonard Wartofsky, COL MC
Objective: To determine if reverse T3 influences T4 levels and kinetics.
Technical Approach: Reverse T3 is given and labelled, T4 is also given.
Progress and Results: About 10 patients have been studied and the data is
being evaluated. It appears that reverse T3 will not
influence T4 levels or kinetics. Because the data is
still being evaluated, it is requested that this protocol
be continued as active in case the data when finally ,
analyzed will require the study of several more patients. L
Conclusions: Reverse T3 does not influence T4 clearance rate.

Have there been any adverse reactions? No

Funds Utilized, FY-79 Personnel $3,000 Funds Requested, FY-80

Contractual: 3,000 $ 500
Consumable: 3,500 2,000
Non Expendable 500
Total $11,500 $3, 000
Publications: None yet
Type of Report: Interim Estimated date of completion: Within the next year,
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Work Unit No.: 1360 g
g : Title of Protocol: Investigations Concerning T3 Production Rates. *
b H ;
1 t

b ) Investigators: Kenneth D. Burman

j Robert C. Smallridge

¥ Charles Smith

b ¥ Leonard Wartofsky

3 B. J. Green

) Objective: To see if ¢c~ld and hot (Isotope) clearance rates are identical.

Technical Approach: Administer cold and hot hormones to subjects and compare
MCR.

E Progress and Results: This represents one major clinical area we have been working

f on. In short, we have determined that thyroid hormone produc~

3 tion rates can be performed only by giving an unlabelled infusion

1 and not giving isotope. This will mske such tests much easier

i in the future. At present, we have cnly proven this works for
3'5'T2 and need to prove it for T3 and 3,3'T2 and T4. These

{ studies will be done over the next | <o years. It should be
' woted that publication of our prese:.:t results will revolutionize

the way all investigators in the cowtry measure thyroid hor-
mone production rates.

Conclusions: PR can be performed by giving unlabelled hormones,

Have there been any adverse reactions? No

New additional investigators: B.J. Green from Abbott Labs, supplies the isotope
free of charge (3'5' and 3')

Funds utilized FY-79 Funds requested FY~80
Personnel: $1, 000
Travel: 500
i Printing: 500
Consumables 1, 000 1,000
Total $1,500 $2, 500

Publications: Abstract presented at annual Endocrine meeting, Anaheim, Ca,

June 1979, (Full manuscript almost completed will be sent for publi-
cation this month,)

Type of Report: Interim

3 . To continue with T3, T4 and lesser thyronines will
- take three years.
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Work Unit: 1361

Title: Postoperative changes in free testosterone and sex-
hormone binding globulin

Investigator: Allan R. Glass, M.D., MAJ MC (Principal)

Objective: Determination of the way in which the hypothalamic-
pituitary-testicular axis responds to surgery

Technical Approach: Blood sampling before and after surgery, with
measurement of appropriate hormones by RIA or

binding assays.

Progress, Results, Conclusions, Papers:

This project has been largely completed during the past fiscal
year, and a paper has appeared in Fertility and Sterility. No
additional subjects have been studied. The remaining portion of the
study will involve measurement of sex-hormone-binding-globulin

on the samples. Work is ongoing to set up this assay, but progress
has been impeded by failure to obtain a temporary hire technician,
which was approved by CIS, because of budget limitations. It is
anticipated that this project will be completed during FY 80.

Funds Used FY-79: 0
Funds requested FY 80: $1,000 (2600)

Type of Report: Interim
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Work Unit No.: 1362

Title of Pryject: Medical Treatment of Amenorrhea-Galactorrhea
Syndromes with Vitamin B6 (Pyridoxine)

Invest.gators: Robext A. Vigersky, M.D. MAJ, MC
Gerald S. Kidd, M.L. MAJ MC

Objectives: To evaluats the effects of pyridoxine on the elevated
Tevels of prolactin and on the symptoms of amenorrhea and galactor-
rhea.

Technicai Approach: Pre- ani post-treatment testing of LH, FSH,
prolactin, growth hormone and TSH with TRH, LHRH and intravenous
pyridoxine tests and the intra- and post-treatment course of the
patients.

Progress and Results: The preliminary analysis of the data

show that acute and chronic pyridoxine therapy have no significant -
effect on the prolactin levels either basally or during the
provocative testing. There was a clinical response with resumption
of menses in 2 of the 6 patients, however, suggesting other
mechanisms of acticn of the drug.

Conclusions: Pyridoxine doesnot have an effect on the prolactin
Tevels in patients with hyperprolactinemia and amenorrhea-
galactorrhea syndromes but may be a safe method of resuming menses
in some patients though the mechanism of this is unclear.

Side Effects or Complications: There have been no adverse éffects
associated with the use of pyridoxine,

Funds Utilized, FY-79: $at50 (2572)

Funds Requested, FY-80:

, Printing and publication $ 500
T Travel 500

Total $1000 .
Publications: Kidd, G.S., Dimond, R., and Vigersky, R.A., Response

of Hyperprolactinemic Women to Short Term and Long Term Pyridoxine
Therapy, Fert. and Ster., submitted for publication.

Estimated Date of Completion : March, 1989.

Type of Report: Interim
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Work Unit No: 1363
Tizle of Proiect: Effect of T3 and rT3y on Plasma Cyclic Nucleotide Levels on Sheep.

investigacors:

Principal: H. Lintor Wray, LIC, MC

Associates: Kemmeth D. Burman, LIC, MC, John P. Alford, CPT, V.C., Leonard
Wartofsky, COL, ¥C

Objective: To detarmine 1f plasma levels of cyclic AMP and cyclic GMP are changed
by administration of 3,5,3' triiodothyronine and 3,3', 5' triiodothyronine
(reverse 13, rT3).

Technical Approach: Plasma cyclic AMP, cyclic GMP and serum T3, rT3 and T4 will
be neasured before, during and after 6 days of intramuscular administration of
placebo, T3, rT3 or both T3 and rT3 together. §ix animals will comprise each
treatment group. The 12 day study period consists of 3 days of baseline, 6 days
of treatment with thyrouine given every 8 hours and 3 days of recovery. Moruing
blood samples will be obtained on days 1-5 and 8-12., The first dose of each
hormone will be given intravenously and blood collections made at 0, 60, and

180 minutes. Blood samples will be obtained 7 hours after the morning treatment
on day 8.

Prcgress and Results: Five groups of sheep have complated the study protocol
with the following treatments (1) placebo, (2) 1.5 ug T3/kg body weight, (3) 4.5
ug T3/kg body weight, (4) 4 ug rT3/kg body weight, and (5) 1.5 ug T3/kg body
weight and 2.5 ug rT3/kg body weight. Measurezent of the experimental parame:ers
is only partially completed. Analysis of the cyclic nucleotide data revealed
that only the high dose of T3 changed the cyclic nucleotide levels. Lower dose
of T3 only or in combination with rT3 did not change cyclic nucleotide levels.
T3 of 4.5 ug/kg caused a 52% increase in cyclic AMP without changing cyclic GMP.
Measurements of the serum levels of T3 and rT3 metabolites, 3,3'~diiodothyronine
(3,3'T2), 3',5'=diiodothyronine (3',5'Ty) and 3'-woneiodothyrooiae (3'Ti) has
been performed on the samples from this study. Administraticn of T3 at both
dcses increased 3,3'T2 without increasing 3',5'Tp or 3'T;. Administration of
rTy alone or in combiratica with T3 increased 3,3'T2 and 3',5'T; with only a
miaizal and nonstatistically sigunificart {mcrease inm 3'Ty,

Conclusions: Short-term elevations of serum T3 and rT3 to levels assuciated

with hyperthyroidism caused no change in plasma cyclic AMP or cyclic GMP, HRigher
levels of T3 caused ac increase in cyclic AMP without changing cyclic GMP. The
increases ncted in the thyronine metabolites suggest that; (1) T3 and rT3 are
important precursor of 3',3'Ty, (2) rT3 1s ar izmportant precursor of 3',3'T),

(3) T3 rzay cause increased conversion of rTy to 3,3'Tp and (4) 2'Ty is present

in nermal sheep serum and not changed significaztly by short-term increases in
its putative precursors, 3,3'7p and 3',5'T;.
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Funds Utilized, FY-79:

2600 Supplies $3,452

Funds Requested, FY-80:

2600 Supplies $2,500

Publications:

wWray, H.L., Burman, K.D., Smallridge, R.C., Alford, J.P., Butler, V.M., Wright,
F.D., Wartofsky, L., Effect of T3 and reverse T3 administration on serum tri-, di-,
and mono-iodothyronines and plasma cyclic nucleotides ia sheep, Endocrinology
(submitted August 1979).

Type of Report: Interim
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Work Unit: 1364

Title: Effect of L-tryptophan on LH and FSH dynamics in women
Investigator: Allan R. Glass, M.D., MAJ MC (principal) %

Cbjective: To determine the role of the serotoninergic system in
the regulation of gonadotropin secretion

Technical Approach: Determination of basal plasma gonadotropins and
response to stimulation with estrogen or LHRH before and after
administration of L- tryptophan

f Progress and Results:

No subjects have been studied during the past year due to
difficulty in recruiting subjects. Furthermore, failure to
obtain a promised temporary hire technician, due to budget
cutback, has greatly increased amount of time the principal
investigator had to spend on other projects. At a recent
meeting on the regulation of pituitary hormones, it became
clear that such a study is needed, and therefore it is hoped
to begin more active work on this protocol during Ff 80.

Funds Used FY-79: 0 L
Funds requested FY 80: $2,000 (2600)

Type of Report: Interim
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Work Unit: 1365 .

Title: Insulin resistance in diabetes: relative effect on glucose and
amino acid

Investigators: Allan R. Glass, M.D. (Principal)

Timothy S. Boehm, M.D.

Rodolfo Bongiovanni

Charles Smith, M.D.
Objective: To determine whether, in states of insensitivity to
insulin, such as obesity, whether there is insensitivity to iasulin's
effects on amino acids as well as its effects on glucose.

T . v N L e e . - - e L O L S I I L A e )
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Technical Approach: Determination of the disappearance rate (IV bolus
method) of glucose alone, valine alone, and glucose plus valine; in
normal subjects and those with states of insulin insensitivity,
including obesity

Results, Progress, and Conclusions:
The valine assay has been thoroughly developed. One paper has
been published on the valine assay, and another is in preparation.
Approximately 35 patients have been studied during the past year,
but all the assays have not yet been run. As soon as 3 more
obese subjects have been studied, the data will be compiled, and
an abstract and a paper will be prepared. At that time, we will
proceed with the rest of the protocol, including the study of
other states of insulin insensitivity, as well as the effect of
fasting. It is hoped to study 30-40 additional patients during
the coming year. No side effects have been encountered.

Funds Used FY 79 (EOE 2600): 4232.00 (2572) $5, 900
Funds Requested FY 80: $6,800 (2600)

$8,000 (2572)
Tvpe of Report: Interim




Work Unit #: 1366
Title of Project: The Effect of Glucagon on Thyroidal Economy.

Investigators: Kenneth D. Burman
Leonard Wartofsky
John T. O'Brian

Robert C. Smallridge
Linda Jones

Objective: To see if glucagon alters thyroid hormone levels.

Technical Approach: Glucagon infusions for three hours and measure T3, T4
and rT3.

Progress and Results: Fifteen patients have been studied and to date it seems
that small levels of T3 decreas T3 levels and it can be
assumed that the drop in serum T3 during fasting is the
reason glucagon levels rise,

Conclusions: T3 regulated glucagon

Have there been any adverse reastions? No

New added investigators: As above including Linda Jones from Nichols Institute
in LA who is doing column chromatography.

Funds utilized, FY-79: Funds requested, FY-80:
Personnel: $3, 000 $3,000
Printing: 500
Contractual: 3,000 2,000
Consumable: 10, 000 10, 000
Total $16, 000 $15, 500

Publications: Clin Rsch 27:243, 1979; Burman 2t al., same title as ahove.

Type of Report: Interim « We request co. tinuance of this protocol so that
column chromatographic studies can be done on the samples
to see what molecular weight glucagon is being measured.

Perhaps 10 more patients will be done and this should take
about another vear and one half,

-




Work Unit: 1367

Title: Effect of methyldopa on serum LH and testosterone in hypertensive
men

Investigators: Allan Glass, MD.. (Principal)
Nabil Gemayel, M.D.

Objective: To determine the effects of central acting alpha adrenergic
agonists on release of serum LH and testosterone.

I

Technical Approach: Determination of basal hormone levels, pattern
of pulsatile release of LH, and testosterone reserve with HCG
before and after administration of aldomet or clonidine

Results, Progress, and Conclusions:
No patients were studied under this protocol during the past year,
due primarily to difficulty in recruiting(collapse of the
hypertension clinic at WRAMC). For FY 80, a co-investigator has
been recruited to participate in this study, and it is anticipated
that 10 subjects will be studied during FY 80. Emphasis will be
placed on the study of clonidine, as outlined in the protocol
addendum. Progress on this protocol may be hampered due to the
fact that temporary hire technician, who was to work in part on
this protocol, is not available due to WRAMC hirirg freeze.

Funds Used FY 79 (EOE 2600): 0
Funds Requested FY 80: (EOE 2600) $4,500,00

Type of Report: Interim
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Work Unit No: 1368

Ticle of Proiact: Effaect of Diatary Phosphata on Serum Lavels of Vitamin D
Metabolites in Hypoparathyroidism.

Iovestigators:
Principal: K. Linton Wray, LIC, MC

Associate: Wayman W. Cheatham, CPT, MC, Joseph Bruton, Ph. D., Rodolfo
Bongiovanni, CPT, MSC, Ira Mehlman, LIC, MC

Objective: To deternine if serum levels of 25-0H-D (25-hydroxy-vitamin D),

24, 25~-(0H)9-D (24, 25-dihydroxyvitamiz D) and 1,25 - (OH)2-D (1, 25-dihydroxy-
vicamin D) are changed by short-term manipulacion of dietary phosphate intake
in ' hypothyroid patients.

Technical Approach: FEigh: hypoparathyroid patients will be studied during ;

changes in phosphate intake to determina the effect on serum lavels of 25-CH-D,
24, 25-(0H),-D and 1, 25-(CH)2-D. The 15 day protocol consists of 2 days on
normal phosphace 1ncake (1.0 g of phosphorus), 10 days on low phosphate intake
(0.5 g of phosphorus) and 3 days on high phosphate intake (1.5 g of phosphorus),
During the period of phosphate restriction, phosphate-binding antiacids will be
given (aluminum hydroxide gel with magnesium hydroxide (Maalox), 60 ml at 0800, .
1200, 1500 and 2000 and aluminum hydroxide gel suspension (Amphojel), 30 ml at k‘
1000, 1400, 1800, and 2200). During the period of phosphate excess, supplemental
sodium-potassium phosphate will be given (1.0 g of phosphorus per day, (Neutro-

Phos soultion), 100 ml at 0900, 1400 and 1700)., Adjustments will be made

in the dosage of antiacids and phosphate supplements as necessary to prevent

either constipation or diarrhea. Caloric and calcium intakes as well as all

aedications including Vitamin D will remain constant throughout the study.

Twenty-four hour urine collections will be made daily for determination of

inorganic phosphate, calcium, magnesium and creatinine. A 45 ml blood specimen

will be obtained approximately every other day for a total of 9 bleood collections.

Serum inorganic phosphate, ilonized calcium, total calcium, magnesium and creatinine

and plasma 25-0H-D, 24, 25-(CH)2-D and I, 25-(QH)y-D will be determined. A 10 ml

blood specimen for serum PTH will be collected on the last day of each of the

three study perilods.

Prqgress and Results: Six patiants have uandergome this protocol which was effective

1n regard to lowering the urinary and serua phosphate levels; however, the
doubling of urinary magnesium ia tesponsehche nigh doses of antiacids will require
the inclusion of av antiacld treated plus phosphate-repleted group of patients.

The assays for the Vitamin D metabolites have not been adequately worked out and,
therefore, delay the critical analyses for this study. The methodologies of these
assavs is presently undergoing modification and should be usable in the near future.

Conclusions: The experimental protocol has bteen shown to effectively lower urirpe
and serux phosphate in a zanner which will provils the appropriate changes to .
allow correlatisns with the charges in the vitazia D metabolites. (w
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Funds Utilized ~ FY 79:
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2572 Contract Sve $ 200
2600 Supplies 20,291
$20,491

Funds Requested - FY 80:

2572 Contract Sve $ 4,000
2600 Supplies 25,000
$29,000

Publications: None

Iype of Report: Interim
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Work Unit No.: 1370 ‘;}

Title of Project: Sex Steroid Receptors in the Human Thyroid Gland

Investigator: Robert A. Vigersky, M.D. MAJ MC

Obgectives: To detect, quantitate and characterize the estrogen
and androgen receptors in the human thyroid gland.

Technical Approach: Thyroid tissue, obtained at the time of
surgery, are aomogenized in Tris-EDTA-DTT buffer and the homogenate :
spun at 100,000 x g. The supernatant is used to generate Scatchard ;
plots for analysis of binding affinity and capacity and to run
an sucrose density gradients and Sephadex chromatography columns
to characterize the receptor physico-chemically.

Progress and Results: Technical advances in the development of

methods of analysls using the rat thyroid in Protocol 1381 will

permit the analysis of the human tissue that is currently frozen
and tissue will be obtained during future surgical procedures.

NN

Conclusions: None !

Funds Utitlized, FY-79: $1163.36 (EOE 2600)

Funding Requirement, FY-80:

Personnel $7,800

S e b m B A e ek e et £ dh

Supplies 5,600 ]
Printing 300 3
Rentals 40¢C
Isotopes 750 ;
Travel 500 |
Total $15,350

Publications: None !

Estimated Date of Completion: Sept. 1981.

Tvpe of Report: Interim <
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Wotk Unitd: 1371

Title: Glucose regulation in fasted subjects

Investigators: K.D. Burman, LIC, L. Wartofsky, COL, R.C. Smallridge, LIC

Objective: To see if glucose administration changes rT3 and T3 levels

Technical A%F

Progress and Results:

15 patients have been studied and we have showm that 400
of pure glucose will increase T3 and decrease rT3 levels

roach: Subjects are studied during a fed period and agian
uring fasting and serum thyroid hormones are measured at both tis

cal

We request continuance of this protocol so that we can moee
definitively study whther it is pure carbohydrate of glucose
that has this effect. Also we would like to see the effect of

glucoes on T3, 3'5'T2, and 3,5T2 as well as T1.

ConclusionsGlucose increases T3 levels

Have there been any adverse reactions: &o

New added investigators: Ag ahgve

Funds Utilized FY 79: Personnel: 2000 Funds requested FY 80
Travel: 500
Rental:
Printing: 500 500
Contractual 500 500
Consumable: 2500 $000
Non expendable:
Medcase:
Total

Publications: 5500 6500

Clin Researcn 26:611, 1978  Metabolism 28:291, 1979

Estimated date of completion and/or number of more studies to be performed -
including plan over next l-3 years:

If allowed to re study ten patients a :
do in one year. Y P nd use these newer assays we

Type of Report: Interim

3 ot IS RKADAA N DO o 4 T

will

ES fxﬁ;&wv&mx,émz&wi&




Tr

AL A T P s SN S LA

! Objective:

N ‘
P 2 VA RS R T )

Work Unit#: 1372

Ticle: Alterations in TRH stimulation in obesity and fasting

Investigators: K.D. Burman, LIC, R.C. Smallridge, LIC, L. Wartofsky, COL

To determine if TSH decreases during fasting
Technical Approach: roy rNfusions are performed during fed and fasting and TS

Progress and Results'® asured. )

About 15 patients have bBeen studied and it is clear that
TRH physiology is perturbed during fasting as TSH respons.
decreases compared to fed state

Conclusions: TSH response decreased in fasting. {

Have there been any adverse reactions: No

New added investigators: As above

Funds Utilized FY 79: Personnel: 2000 Funds requested FY 80
Travel:
Rental:
Printing: 500
Contractual:
Consumable: 5000 7000
Non expendable:
Medcase: 2000
Total 5000 7500
Pudlications:

Clin Research 27:248, 1979; Burman, et al, article in press, Metabolism
Estimated date of completion and /or number of more studies to be performed

including plan over next 1-3 years:

Becamse above study was so successful and has resulted in a more clear
understanding of TRH physiology we plan to now confirm and repeat above
studies and measure alpha and beta subunits of TSH

Tvpe of Report: Interim (]
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Wokk Unit#: 1373

Title: IThe effect of protein on thyroid hormones

Investigators: K.D. Burman, LTC, L. Wartofsky, COL, J. O'Brian, Cdr

Objective: To sce if protein ingestion increases T3 levels

Technical Approach:Serum is drawn both during fed and fasting periods

Progress and Results: 15 patients have been studied and 400 cal of
protein does not increase T3 or decrease reverse T3

This protocol can be discontinued as study is done.

Conclusions: Protein does not increase T3

Have there been any adverse reactions: N©U

New added investigators:
As above
Funds Utilized FY 79: Personnel: 2000 Funds requested FY 80
Travel:
Rental:
Printing:
Contractual:
Consumable:
Non expendable:
Medcase:

Total 2000 0
Puhlications:

Clin Research 26:611, 1978 Article with above authors and title submitted t
Metabolism for publication \

Estimated date of completion and/or rumber of more studies to be performed
including plan over next 1-3 years:

Final
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werk Unic: 1374

-
a

title:Evaluation of testosterone reserve in infertile men

Investigators: Allan Glass M.D. (Principal)
Robert Vigersky, M.D.

Objective: To assess the mechanism by which gonadetropins can
affect the release of testostesrone

b . L e 7w .o S
. - N . -

4
3
5
.
]

Technical Approach:Determination of plasma androgen levels after L,
various regimens of HCG stimulation of testicular output.

|
Results, Progress, and Conclusions: '
Approximately 30 patients were studied during the past year, none |
with isotope infusion. A substantial number of blood samples ‘

|

obtained during these studies were assayed. Two papers have been
submitted for publication, and an abstract was presented at a
national meeting. No adverse effects were encountered. After
study of 3-5 additional patients, the first phase of the study
will be completed, and a final paper encompassing all the data

will be prepared. At that time, work will begin on part III of
the study (isotope infusion), and it is hoped to study 10 .
patients under this section during the next year. This project !
represents a top priority item for the principal investigator. !
Work on this project during the coming year may be hampered by ?
the inability to obtain a temporary hire technician, which was

approved by CiS committee, because of a hiring free:ze,

Funds Used FY 79 (EQE 2600): 4653.83 (EOE 2572) $34, 000. 00

unds Requested FY 80: 9, 500. 00 23, 000.00
Type of Report; Interim

A
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Work Unit: 1376

Title: Effect of amitriptyline and amantadine on growth hormone
dynamics in acromegaly.

Investigators: Allan Glass M.D. (Principal)
Robert Smallridge, M.D.
Marcus Schaaf, M.D.
Richard Dimond, M.D.
Objective: To determine if the agents amitriptyline and amantadine
can affect the pattern of hormone release in acromegaly.

]
B
9
-t . M d .- ~ . - . '
. oo Y . - - -4
E

Technical Approach: Measurement of hormone levels before and after 4
a 4 week course of the particular medication.

Results, Progress, and Conclusions: i
Though no subjects were studied during the past year, work has
been ongoing on completing the assays. One paper has been published,
one has been accepted for publication, and a third has been sub-
mitted for publication. In addition, an abstract was presented at
the APS meeting. No work has yet been done on the amantadine portion
of the protocol, and it is hoped to study 10 subjects with the
amantadine protocol during the next year.

Funds Used FY 79 (EOE 2600): 122.30

Funds Requested FY 80: (2600) $2,700.00
Type of Report: Interim
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vork Unit: 1379

Title: Effect of post-weaniny undernutrition on reproductive hormones
in rats

Investigators: Allan Glass M.D. (Principal)

Objective: To detevmine how alteration in the diet affects the
hypothalamic-pituitary-testicular function in rats.

. . .
et e e - e

Technical Approach:  Measurement of hormone levels in rats after #
various periods on several different diets.

Results, Progress, and Conclusions:

Two separate experiments were carried out during the past year.
The major limitation during the past year was inability to 2btain
a place to house animals and lack of assistance., The latter problem
has Been remedied By additional personnei, the former is still a
major problem. In addition, collaborators at other institutions have
been very slow to complete their portions of the work, and several ;
major pieces of hormone measurement are still pending at their labs :
(in some cases for 6 months). One paper was published, one was ‘
accepted for publication, and a third has been submitted for
publication. In addition, the principal investigator was invited to
speak at an APS symposium to discuss his work. Additional experiments
are tentatively planned for the coming year, but these will depend
on the results of previous experiments (still pending in collaborators'
labs) as well as the difficulty in getting space to house animals.
Substantial loss of animals during one experiment was seen due to
inadequate housing equipment provided by WRAIR.

Funds Used FY 79 (EOE 2600): 1730.90
Funds Requested FY 80: (EOE 2600) $7,300.00
Type of Report: Interim
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Work Uuit No: 1380

Ticle of Project: Effect of Thyroid Status on the Hormonally-induced Cyclic
AMP Responses of the Kidney

Investigators:
Principal: H. Liaton Wray, M.D., LIC, MC

Assoclate: Gerald S. Kidd, M.D., MAJ, MC, Charles E. Smith, M.D., LIC, MC

Objective: To determine if the renal hormone receptor - second messenger systems
of two unrelated polypeptide hormones are affected by thyroid hormone. By
measuring neparogenous cyclic AMP during parathyroid and antidiuretic hormone
infusions in hyper- and hypo~ thyroid patients, it can be determined if thyroid
hormone influence the renal cyclic AMP responses to these hormones.

Technical Approach: Six patients with hyperthyroidism and six with hypothyroidism
will be admitced to Ward 47 for a 3 day study protocol and will be similarly
studied 2 months after becoming euthyroid. During each admission the patient will
undergzo two 3-hour renal clearance procedures, one with PTH infusion and another
with vasopressin infusion. Parathyroid hormone infusion will be given as 50 units
IV push in 25 ul of DsW and 150 units in 75 @l of DsW over one hour. Urine will
be collected for calcium, phosphate, creatinine and cyclic AMP measurements and
blood for ionized caleium, total calcium, c¢reatinine, phosphate and cyelic AMP,
The vasoprassin infusion will be given similarly with 0.2 units IV push and 0.6
units over one hour. Osmolaricty, creatinine and cyclic AMP will be measured in
blood and urine.

Progress and Results: Seven hyperthyroid amd nine hypothyroid patients as well

a3 five euthyroid patients taking thyroxine have been studied. The hypothyroid
patients had a reduced excretion of an oral Hy0 load, a low basal ionized calecium,
high parathyroid hormone and nephroger-us e¢yclic AMP. The hyperthyroid patients
appeared normal except for a low fractioral excretion of phosphate. The responses
to parathyroid hormone and vasopressin in these two groups differed only in that
the hvperthyroid patients had a greater increase in plasma cyclic AMP after
parathyroid hormone.

Conclusions: The delayed water excretion in hypothyroid patlents and the
decreased fractional excretion of phosphate in hyperthyroid patients are not
associated with demorstrable changes in renal responses to vasopressin and
parathyroid hormone; therefore, thyroid status has small if any effect on the
hormone receptor-second systems of cyclic AMP studied in this ianvestigation,

Funds Utilized, FY-79:

2572 Contract Svc § 600
2600 Surplies 9,703
$10,333
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Funds Requested, FY-80:

0
;
5
k3
s

§
k]
H
¥
¢
:

2572 Contract Svec $ 4,500

2600 Supplies 8,000

12,500
Publications: ]
Wray, H.L., Smallridge, R.C., Butler, V.M., Byrn, K.C., Kidd, G.S., Correlation g
between nepbrogenous cyclic GMP and tubular reabsorption of calcium during i

parathormone infusion, Adv. in Cyclic Nucleotide Res. 12, 683, 1979. Presented :

at Internstional Conference on Clinical Aspects of Cyclic Nucleotides in Vail,
Colorado im July, 1979.

Type of Report: Interim
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Work Unit No: 1381

Title of Project: Estradiocl (£2) Receptors in Rat Thyroid Glands

Investigator: Robert A. Vigersky, M.D. MAJ MC
=i =desd )

Cbjectives: To detect, quantitate and physico-chemically
charactarize the receptor for estradiol in rat thryolid tissue and
to see i differences occur between the receptors for male and
female animals.

Technical Apvroach: Thirty to forty rats are sacrificed for each
experimant and their thyroild tissue 1is pooled.Rats are previously
gonadectomized with some being created with exogenous estrogen

or an‘rogen. A 100,000 x g cytosol is orpared from the thyroid
tissue homogenate and the cytosol is evauated by binding para-
meters, sucrose density gradient centrifugation and gel filtration
on Sephadx G-100 and 0.5M Agarocse for size and ¢h arge characteris-
tics. Kinetic analysis of on and off rates, steroid specificity,
and the abllity of the receptor to translocate to the nucleus is
also evaluated,

2rcgress and Results: An estradiol receptor has been found in the
thyroid glands of both male and female rats which to this point
have been identical in affinity and binding characteristics and in
size and charge. Translocation studies, kinetic analysis and

sterold specificity are currently being assessed.

Cnclusions: Female (E2) receptors are present in the thyroid glands
of both male and female rats and to this point look very similar

in thelr physico-chemical characteristics. Androgen receptors have
not yet been evaluated.

Funds Utilized FY-79: $4067.50 (2600)

Tunding Requirement FY-80:

Personnel $ 7900
Supplies 9600
Printing 200
Rental 200
Contracts 500
Travel 500
Total 318300

Pudlizatisns: Ncne

Zstimatzd Dzte of CTouplation: Qatober 1980,

Tvoe of Revort. Interiss
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Work Unit Number: 1382

Title of Project: Measurement of Steroids in Fluid Obtalned by
Micropuncture from Rat Seminiferous Tubules and Epididymis.

Investigator: Robert A. Vigersky, M.D. MAJ MC

Objectives: To quantltate the levels of estradlol, testosterone
and dihydrotestosterone intra-tubularly in order to help under-
stand .the reulation of spermatogenesis from a hormonal basls.

Technical Approach: Rats are anesthetized and their testes

exposed through a scrotal incision. Using micropipettes made in

the laboratory, tubules are punctured arid small volumes (nanoliters)
are withdrawn. Sperm is separated from seminal fluid by cen=-
trifugation. Micro-assays are used which measure the quantity

of the sex sterold in the fluid.

Progress and Results: Over the past year we have developed the
microassay for estradiol which we feel is the key steroid which
controls the response of the spermatogenic process to testosterone.
Technical problems with high blanks due to impure materials have
plagued the progress of this assay but are now under control.

The sensitivity of the assay has been finally fine-tuned so that
we can measure small enough volumes of fluld to make the system ]
practical. Progress has also been made in the dihydrotestosterone assay

Conclusions: Pending . 1

Funds Utilized FY-79: $4206.89 (2600)

®unding Requirement FY-80:

Personnel $ 17400
Supplies 3500
Printing 300 ;
-Rental 200 ,
Contracts 1000
Travel 500
Total $22900

Publications: None

Estimated Date of Completion: October 1981,

Type of Report: Interim




dork Unit Jo: 13&3

Title of Proiect: ileasurement os A-1-C in the Assessment of Efficacy
of Diabetic Treactment,

Investicacor: Timothv M. Boehm, MAJ MC
Objec:ives:

2) To compare hemoglovin A-l-C measursments with more established
indicators of diabetic control ==~ nanely, fasting and postprandial

elucoses, outpatient sinzle voided urines, aand 24 hour urinary
glucose,

b) To evaluate tiae response of hemoglobia A-1-C to modifications
of diabeti¢ therapy.

c) To attempt to match diabetics presenting with nephropathy and
retinopathy with similar diabetics without cowplications reearding
age, sex, duration of diseas«, a#nd insulin requirement to compare
hemoglobin A~1-C concentrations in the froups with and rithout
diabetic complications,

d) 1) To establish a valid Heb A-1-C.

2) To evaluste hemoglobin A=1-C to effective and ineffective
diet therapy of diaberes.

Technical Asoroach: During FY-79 qualitv contral for the Hb A-1~C
assay has been evaluated and is accaptable. The attached
abstract describes tha initial results in the study,

Efforts are currently underway to expand the natiebt erouos
and further analvze the data.

Conclusions: None. No serious/unexpected side effects,

Funds Utilized, ¥Y=79: §3,369

Fundiaz Raruirement, FY-S0: $4,032

Pudblications:

“Correlations among elvcoasvlated hevogqlodins, weizht reduction,
and 1yoeralscewia In the treatrenr of obesa discetes mellitus”,
diavates 28:437, 1979,
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Work Unit No.: 1384

f Project: The Effect of Isoniazide (INH) on Prolactin,
Gonadal Function, and Pyridoxine (B6) Metabolism.

Investigator: Robert A. Vigersky,.M.D. MAJ MC

ObJjectives: To evaluate whether or not INH-induced pyridoxine
deficiency elevates plasma prolactin levels and/or affects gonadal .
function in adult men and women.

Technical Approach: Patients receiving INH for PPD conversion would
receiveevaluation of thelr prolactin status and gonadal function
status before and at 3 and 6 months after being placed in INH.

Progress and Results: This.: project was to be completed by Dr.
Terald Kidd when he was transferred to E1 Paso, TX. However,
due to other commitments he was unable to do so. The project
is therefore being terminated.

Conclusionqi None

Funds Utltlized FY-79: None

Funding Requirememnt FY-80: None

Publications: None

Estimated Date of Completion: Project terminated.
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vork uUnit: 1385

Tizle: Serial changes in free testosterone during pregnancy

Investigators: Allan Glass, M.D. (Principal)
Thomas Klein, M.D.

Objective: To determine if maternal hormone levels reflect fetal sex

S - . -« . w R B . e s e ea e
. . N -

Y’

Technical Approach: Measurement of hormone levels in blood of
pregnant women at various gestational ages and correlation with

fetal sex.

Results, Progress, and Conclusions:
Blocod samples have been obtained from approximately 40 women. No
assays have been run, and none will be run until all samples have
been collected, so that all samples can be run in the same assay.
It is hoped that samples from 100-150 pregnant women can be obtained
during the next year, at which point the assays will be run. No
adverse effects have been encountered. Progress during the next
year may be hindered by the inability to obtain a temporary hire
technician, as approved by CIS, due to hiring free:ze.
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Work Unit No.: 1386

Title of Project: The Effect of Delta-1-Testolactone (Teslac) in
Male Infertility.

Investigators: Robert A. Vigersky, M.D. MAJ MC

Allan R. Glass M.D. MAJ MC

Objectives: To increase sperm counts in infertile men with

oligospermia by lowering plasma estradiol levels.

Technical Approach: 10 men are given Teslac for 6-12 months
with evaluation of seminiferous tubular and Leydig cell function
before and at the end of treatment. Pre-treatment evaluation also
includes testicular blopsy with routine histologic examination.

Progress and Results: 10 men have now teen either started and/or
completed their trial of Teslac. The mean age 1s 29 with an average

of 4.5 years of infertility. There has been a mean increase of

154% from the basal sperm counts in these men with 8 or the first

9 apparently responding and with 3 pregnancles in these § men.

There is an approximately 30% decrease in estradiol and a 40% increase
in testosterone during therapy. No change in LH, FSH, or prolactin
has been observed. There have been no complication or adverse
reactlions assoclated with taking the medication.

@onclusions: Teslac may be an effective agent in the treatment
of idlopathic oligospermia.

Funds Utilized FY-79: $$8108.50 (2600) + $3250 (2572) = $11,358.50

Funding Requirement FY-80: %
Personnel 12200
Supplies 13500
Drug Costs 9000
Printing 300
Contracts 3300
Travel ‘500 3
Total 38800

Publicatlons: Vigersky, R.A. and Glass, A.R., The Effect of }
Teslac in Oligospermic Men, submitted for presentation to the
American Society of Andrology, March 1980.

Estimated Date of Completion: We request permission to extend
the drug trial for an additional two years S0 that we may broaden the
experience with this drug by including up to another 1C patients
and to vary the dose so that maximal effect may be obtained.

b
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Type of Report: Interim




. PAn R AT R ET i ket v e ST S gt e TP STy T

Invescigators: Allan Glass, M.D. (principal)

Objective: To determine if the hormonal response to estrogen
is changed by chronic estrogen administration.

-

Technical Approach:Measuarement of plasma LH responses to estrogen
before and after estrogen treatment

Results, Progress, and Conclusions: (

No patients have been studied during the year due to difficulty E
in recruiting acceptable subjects. It is hoped that during the
coming year, a co-investigator from urology service can be added
to permit the study of 5-10 patients under this protocol.

P

k) s s

Funds Usad FY 79 (ES0E 2600): 0

vim A
-l e

1

Raquasted FY 80: (EOE 2600) 82,300.00

Y

Type of Report: Interim
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Work Unit No.: 1388

Title of Project: The Development of a Radioimmunoassay for Thyronine and 3,5-'1‘2 3

Investigator:

Principal: Keith R. Latham
Kenneth D. Burman

Objective: To obtain immunoassays for thyronine, and 3,3'T2.

Technical Approach: Antibodies are generated and tags made by labeling 1-125
artritium and serum samples are tested.

Progress & Results: We have presently made antibodies for both TO, 3,5'T2
the radiolabel for 3,5'T2 has been difficult. We have now shown that normal
3,5'T2 levels are about 4mg/dl and that 3,5'T2 increases in hypothyroidism
and decreases in hypothyroidism.

Conclusions: None

Funding Requirement, FY-80:

FY-79 FY-80
Personnel - 2,000 2,000
Travel 400 400
Rental 200 200
Printing & Reproduction 300 300
Contractual Svcs 300 300
Consumable Supplies 5,000 5.000
Non-expendable Equipment 1,000 1,000
MEDCASE _
TOTAL $9,200 $9, 200

Publications: A Radioimmunoassay for 3,5'T2. Tentatively accepted to JCEM,
November 1979.

Type of Report: Interim.
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Wotk Unic#: 1389

Title:
Invastigators: K.D. Burman, LIC, L. Wartofsky, COL, Yvorme Lukes, R.C. Smallridge,

The effect of carbohydrate on T3 receptors

LIC, A.R. Glass, MAJ

Objective: To see if glucose changes T3 receptors

Technical Approach:

different diets

Progress and Results: Rat diets with 64 and 79 percent cho are given for
three weeks and at that time nuclear receptors studied.
performed a large scale study we noted no difference in T3 receptor

levels during each diet. Serum T3 levels did change dramatically.

Conclusions:

Increased T3 increases T3 receptors

Have there been any adverse reactions: No

New added investigators:

Funds Utilized FY 79:

B3

Estimataod

includi

Request continuance of this protocol because we are now performing
T3 receptor levels by a better technique invelving solub lization.
we will then be able to picx up receptor changes.

(34 ‘.
Hoperully,

<
Q

o)

A 8%%ogy 102:1925, 1978

g
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pl

R T R e T m—
< YA Iy

Rat livers ard nmuclei are isolated ard studied during

As above

Pfersonnel: 500 Funds requested FY 80 500
Travel:
Rental:

Printing: S00 500
Contractual: 500 500
Consumable: 1000

Non expendable:

Medcase:

Total

2500 1500

te of completion and /or aumber of more studies to
an over next l-3 years:

pe of Report: Interim
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Work Unit#: 1390
Title: Investlgatlons concernlng the physiology of iodothyronines
Investigators' K. D. Bumman, LIC, R.C. Smallridge, LIC, L. Wartofsky, COL -
Objective: To detect the factors influencing iodothyronine conversions
Technical Approach: Sérum measurements

Progress and Results:

We have measured serum T3 and rT3 in infections and duting fasting and hav«f

published that they change reciprocally(Metab 28:805, 1979).
The plan in the furture is to measure lesser 1ud1nated thyronines
in the same conditions as this will give insight into whedmm' the’

same enzymes are involved

Conclusions:
As above
Have there been any adverse reactions:

No
§ﬁ¥ g%ﬂ;&einvestigatots:

Funds Utilized FY 79: Personnel: 500 Funds requested FY 80 500

Travel:
Rental:

Printing:

Contractual:

Consumable: 500 500
Non expendable:

Medcase:

Total TUoT
Publications: 1000

ég?fméyzda ot completion and /or number of more studies to be performed
including plan over next 1-3 years:

We hope to measure 3T1 and TO in the same conditions & process that
will require about one year.

Type of Report: Interim
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Wokk Unit#: 1351

Title: Regulation of the«initiation of thyroid hormone action 3
Investigators: K.D. Burmah, LIC, Keith Latham, L. Wartofsky, COL, Yvorme Lukes 3

e s i

¥iax

Objective: To determine the mechanism of action of thyroid hormone

Technical Approach: Rat liver and steer nuclei and receptors are isolated ;

SRR AT e g
25

Progress and Results:
This study has several aspects-one part is to determine that sulfhydryl agen:
affect binding, ard to find receptor blockers. Both of thess aspects are
done and ANS and ipodate block the receptor and binding correlated with
hepatic sulfhydryl groups. The nest aspect is to isolate and purify :
the T3 receptor - a very difficult process that is being done.

o ot 7

Z Conclusions: ' (; %
3 ANS and ipodate block receptor binding ;
i Have there been any adverse reactions: |
1 No ;
New added investigators: :
AS s 79: P 1 Fund d FY 80 ‘
i : : nds requeste
Funds Utilized FY 79 IiZiZY?e 1000 ul q 1000 ,
’ y
Rental: !
Printing:
Contractual:
Consumable:
Non expendable:
Medcase: 1000 1000
Total 2000

Publicazions? 2000

Dr. Latham has presented these findings to Natl Chemists meeglgg
Sstimated date of completion and /or number of more studies to be performed
including plan over next 1-3 years:

Isolate the T3 receptor and purify it and develop antibodies to it in ratbics

Also, a manusript desribing these findings has been sent to Science and anoth .
one is being sent to B3RC i

- S o

rpe ol Tepory: Interin !
(,




NG > R Tr R AR ISR

Work Unit No.: 1392

Title of Project: Steroid Transfer Across the Blood-Cerebro-
Spinal Fluid Barrier in the Rhesus Monkey.

Investigators: Robert A. Vigersky, M.D. MAJ MC
Joseph Bruton, Ph.D.

Objectives: To evaluate the kinetics of steroid entry and exit
n the and the effect of cancer chemotherapeutic agents on
these kinetiecs.

Technical Approach: Rhesus monkeys with indwelling ventricular
catheters are lInjected elther 1.v. or intra-thecally with
cortisol, prednisone or dexamethasone in varying doses with and
without the inclusion of methotrexate and/or cytosine arabinoside.

Progress and Results: No further experiments were performed in
FY-79. Final publication now being written.

Conclusions: Steroids rapidly enter and exit the CSF but none
of the sterold tested appeared to be more advantageous in this
respect. Chemotherapy does not affect sterold CSF kinetics.

Funds Utiiized FY-79: $1304.70 (2600)

Funding Requirement FY-80:

Printing $200
Travel 500
Total $700

Publications FY-79: None

Estimated Date of Completion: March 1980.

Type of Report: Interim
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Wokk Unit#: 1393

Title: T3 receptors in normal and fasting rats

Investigators: K.D. Burman, LIC, Keith Latham, R.C. Smallridge, LIC, L. Wartofsky, COL

Objective: To measure T3 receptors in rat liver during fasting

Technical Approach: In vitro isolation of rat liver muclei

Prograss and Results: . .
We have published a landmark study in this area that was given first prior
and has been quoted extensively-Endocrinology 101:1331, 1977

We are in the process of determing why T3 receptors decrease during fastin
and have submitted a report for publication to Science saying that the
sulfhydryl hepatic groups determine binding aad that these decrease

during fasting.

Conrlusions: . . ]
Receptors drop in fasting due to the drop in sulfhydryl groups
HQve there been any adverse reactions: ) (m
NO
New added investigators:
As above
Funds Utilized FY 79: Personnel: Funds requested FY 80
Travelr 2000 1 2000
Rental:
Printing: 500
Contractual:
Consumable: 900 5000
YNon expendable:
Medcase:
Total
Publications; 7500

As above Also article submitted2§805cience

Estimated date of coampla:ion and /or number of more studies to be performed
including plan over next 1-3 years:

1f the article is accepted to Scinece we will then pursue

tie mechanism of the drop in hepatic sulfhydryl groups.

If the article is not accepted we well perform the studies the
rederees say in order to get it accepted.

Also this ssudv has been extended <o include the mechansim of receptor
drop in ipodate and AN3 treatesd ratls This is an outgrowth 3% the
fasting wovk and is related,

- s T
M2 of Jeport: laterin
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Work Unit#: 1394

Title: The development of & radioimmunoassay for triiodothyronine
Investigators: K.D. Burman; L1IC

qﬁ‘&ﬁb@iop RIA for thyroid hormones
RebBieti fgwroesdi

Progress and Results:

We have been successful and the results a%e outlined in
progree report for protocol 1300-75.

These two protocols overlap and we would like this one discontinued and wej
will continue our work as outlined in response to 1300-7S§ f

Conclusions:

Thyroid hormones circmlate in blood
%sge there been any adverse reactions: ]

New added investigators:
As above ;
Funds Utilized FY 79: Parsonnel: Funds requested FY 80 ?
Travel: ]
Rental: '
Printing:
Contractual:
Consumable:
Non expendable:
Medcase:

Total 0 0

ALY Cdad

Pypkicatiansiz, 79

Estimated date of completion and /or number of more studies to be performed
including plan over next 1-3 years:

Terminate for above reasons
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Wotk Unir#: L1398

Title: T4 to T3 conversion:Effect of modulation of glucose metabolism

Investigators: K.D. Burman, LIC, A.R. Glass, MAJ, Yvorme Lukes, R.C. Smallridge, LTC

Objective: 10 see if glucose alters in vitro peripheral conversion in rat
liver
Technical spproach: Rat livers are isolated and T4 to T3 comversion is

determined after glucose ingestion

Progress and Results: : ;
NUmeToUs Tat studies have determined that glucose increases T4 to T3

conversion and this effect is mediated through changes in
hepatic sulfhydrul concentrain chnages. These studies have represented
a major breakthough in the explanation of T4 to T3 alterations.

Conclusions: Glucose incresaes T4 to T3 conversion

Have there been any adverse reactions: No
New added investigators: As above

Funds Utilized FY 79: Personnely 2000 Funds requested FY 80 2000

Travel:
Rental:

Printing: ggg
Contractual: 250 500

Consumable: 1000
Non expendable:
Medcase:

Total 3250 350
Publications:

Endocrine Society presentation, AbsEgégétéé7étM§ggsE£§8£r§8853§ively

;stima:ed date of ccmpletion and /or numer oF more studies to e parformed
including plan over nex: 1-3 years:

We would like to extend this study td see if glucose ingestion
alters reverse T3 to 3,3'T2 conversion an enzyme system similar

to taat used above. The protocol will be identical bufthe in vitro
substrate will be different

Tive of Peport: Interim
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Work Unit#: 1396
Title: T4 to T3 conversion; Effect of somatostatin

Investigators: K.D. Burman, LIC, L. Wartofsky, COL, P, Thompson, LTC, Fred Coleman

Objective: To see if somatostatin decreases T4 to T3 conversion

Technical Approach:Rat liver in vitor T4 to T3 conversion plus somatostatin

i ith equivocal
P Results: We have performed several studies wi :
res?lg{:s%eagguseesu%h’e half life of somatostain is too short. We are in the
process of repeatin these studies becuase we can now infuse this agent by

a continuous infusion miéinipump.

Conclusions: None yet

Have there been any adverse reactions: NO 7
New added investigators:
9 r As above 1000
Funds Utilized FY 79: Personnel: 500 Funds requested FY 80
Travel: ;
Rental:
Printing:
Contractual: 500
Consumable: 5§00 500
Non expendable:
Medcase:
Total
Publications: 1000 2000
None

Estimated date of completion and /or number of more studies to be performed

including plan over next 1-3 years.
Plan to continue for another 2 years to straighten out the problems mentioned

above.,

Type of Report: Interim
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Wokk Unit#: 1397

Title: The effect of free fatty acids on serum T3 and rT3 levels

Investigators: XK. D. Burman, LIC, L. Wartofsky, COL

Objeccive: To determine if lipid metabolism and thyroid function tests
are inter-related

Techanical Approach: Free fatty acid infusions into sheep and measure
thyroid hormone levels .

Progress and Results:

We have found that free fatty acids tend to cross react in our
assays ans therefore have had to alter them appropriately. Also recent
evidence has suggested that there is a true relationship between
free fatty acids and thyroid hormone levels. Thus we request
continuance of this protocol so that these studies can mow

be performed.

Conclusions: None yet

Have there been any adverse resactions: No

New added investigators: None

Funds Utilized FY 79: Personnel: ' Funds requested FY 80 500
Travel:
Rental:
Printing:
Contractual:
Consumable: 500
Non expendable:
Medcase:

Total
Pubiications: 0 1000

Estimated date of completios and /or number of more studies to be performed
including plan ovar next 1-3 years:
We plan to now start this study and to complete ¢n a two year pericd

Trpe of Report: Interim




” i " & R Ty S ) N N i e
oA

Work Unit No: 1398

Title: Studies on the Pathogenesis of Hypocalce ia in Tumors ass~
ociated with Osteoblastic Metastases.

Investigators?

Principal: R. . Smallridge , LIC

Associate: H.L. Wray, LIC
J. Horton
W, Cheatham Y MAI
R.C. Dimond , LIC
R. Sepulveda , MAJ
M, Schaaf

Objective: To determine whether the hypocalcemia seen in some pat-
ients with osteoblastic metastases is due to hypoparathyroidism, a
form of secondary hyperparathyroidism, an abnormality in vitamin D
metabolism, or some undentified humoral agent with osteoblastic cap-
ability.

Technical Approach: 1. 24 hour urine for calcium, PO4 =,creatinine.

2. Serun for Ca, PO4, Mg, akaline phosphatase,
parathyroid hormone, calcitonin, and Vitamin D metabolites.

3. Calcium infusion and PTH infusion.

4. Tissue cultures from marrow biopsies to be
tested in vitro for their ability to incorporate 3H~-proline into
bone collagen.

Progess and Results: FY-79 efforts were devoted to completing the
developmental work on the assays for vitamin D metabolites, as these
assays will be important in this study. Dr. Wayman Cheatham has joi-
ned this protocol as an investigator, and he has begun looking for
patients to study.

Conclusions: Deferred
Complications: None
Funds Utilized, FY-79

Personnel- 1,000
Supplies~ 8 00

s o




Funds Requestad, 7V-30
Personnel 1,300
Supplies 2,500
Printing 100

4,100

Publications, FY-79 None

Estimated date of completion 2 yrs.

Type of report: Interim
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Work Unit No: 1399

Title: An assessment of Parathyroid Hormone (PTH) levels. in Nor-
mal Subjects and in Patients with Disorders of Calcium
Metabolism.

Investigators:

Principal: Robert C. Smallridge, LIC
Richard C. Dimond, LIC

Associate: H. Linton Wray, LIC
Maxrcus Schaaf

Objectives: To establish the ranges of serum PTH levels in nor-
mal subjects and patients with metabolic disorders.

Technical Approach: The protocol involves only venipunctures to
obtain blood samples.

Progress and Results: Evaluation of commercial radioimmuncassays
has shown them to be inadequate for our needs. Considerable effort
has been spent learning the difficulties in iodinating the para-
thyroid hormone molecule and many of these problems have been sol-
ved. Recertly we have obtained research quality PTH antisera from
Dr. Mellette ( VA Hospital, Houston, TX) which defects normal sub-
jects from hypoparathyroid patients., This antesera is being fur-
nished as part as agreement whereby cyclic AMP and cyclic GMP ant-
esera from our laboratory are being sent to Dr. Mellette. We hope
to have a usable PTH RIA within a year.

Conclusions: Deferred
Side Effects: None

Funds Utilized: FY-79
Personnel 900
Rental 200
Supplies 1,500

Funds Requested, FY-80
Personnel 900

Rental 200
Supplies 2,500
Printing 100

Total 3,700

i
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Publications: None specifically anricipated, since this protocol
is designed to establisk PTH ranges in normal subjects and patients i
with calcium disorders. These data will supply the reference PTH
ranges for all our calcium related projects.

Estimated Date of Completion: 2 yrs.
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Type of Report: Interim
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Wotk Unic#;_ 1300-~78

Title: The development of a‘radioimmunoassay for 3-monoiodothyronine (3-T1)
Investigators: K.D. Burman, LIC, L. Wartofsky, COL, R.C. Smallridge, LIC

Objective: To set up RIA's for thyroid hormones

Technlcal Approach: Rabbits are injectded with thyroid hormone conjugates
and specific antibodies made | N

Progress ‘and Results:
We have made ria's for T3, rT3, 3,5T2, 3'5'T2 and 3'Tl each of which
has been tested and found specific. Also the  have been used to
measure these hormones in arious states which have overlapped with
other protocols calling for their measu emnet. We ask that this
protocol be continued so that we can set up ria's for TO and 3T1.

We would like to strees that participation of this protocol is the
groundwork for almost all of our other protocols which involve
measurements.

Conclusions:

Have there been any adverse reactions:

Nevj"J gdded investigators:
As above

Funds Utilized FY 79: Personnel:
Travel:
Rental:
Printing:
Contractual: 500
Consumable: 1350 2000
Non expendable:
Medcase:

Funds requested FY 80 S00

Total 1350 000
Publications:

JCEM 44:660, 77; JCEM 47:345,78; J Peds 93:118, 1978; JCEM 48:32, 79
Estimated date of completion and /or number of more studies to be performed
including plan over next 1-3 years:

Plan to continue for three years

Also there is an assay involving 35T2 which is tentatively accepted
in the JCEM

Type of Report: Interim
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Work Unit No.: 1301-73
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Tizla of Project: The Effect of Delza- l-Testclactone
on S5-alpnha-reductase in Racs.

Investigacors: Robert A, Vigersky, M.D. MAJ AC

Cbiactivas: To study the abili:ty of Teslac to inhibit the convarsion
of testosterone to dinydrotestosterone,

Tschnical Aporoach: Immature male rats are castratfed and given
silastic capsules containing cestosterone, dlhydrotestcstarona or
or estradiol. Equal groups are then Iinjected daily for 1-4 weeks
with Teslac or saline. Blood 1s cbtained at sacrifice for nmeasure-
ment of sterolds. Weights of androgen sensitive organs are also
measursd at that tins,

Progress and Results: Teslac appears to be an anti-androgen 1in that
it blocks the androgen dependent growth of prostate and seminal
vesicles usually induced by testosterone. It does no do this by
inhibiting S5-alpha-reductase activity,however, but rather by
blocking the ability of the androgens to interact wlth the androgzen
receptors in these tissues. Thus, Teslac is an anti-androgen

acting at the receptor level.

Conclusions: Teslac acts as an antl-androgen receptor agent.

Funds Utilized FY-79: 35800.05 (2500)

Funding Reguirement FY-80:

Personnel $ 750
Supplies 2500
Printing 200
Rental 200
Contract 800
Travel 500
Total $4550

Publicacions: Vigarsky, R.A., Mozingo, D. Eil, C., Puronit, V.,
Bruton, J., Anti-Androgenic Propertiss of Delta-l-Teszolactone
(Teslac), presented at the 61st Annual Meeting of the Endocrine

Q it . “~ad ~ T, I o Rede)
Society, ananelim, Za., June 14, 1573,

-

femnlation: Jc¢t. 1530

13
y

gtimatai Date ©

Tvpe of Report: Interim




Wokk Uniti: 1302-78

Title: Effect of obesity il fasting on PTH and calcitonin

Investigators: K.D. Sunaan, LIC, I. Mehlman, LIC, L. Wartofsky, COL

Objective: To measure PTH in fasting

Technical Approach:  Serum mesurements

Progress and Results:

None as yet since F llow involved has graduated _

U,

Conclusions: Ngne

v have there been any adverse reactions: .’
° 3
New added investigators: 3
No ;
Funds Utilized FY 79: Personnel: ' Funds requested FY 80 %
Travel: 3
Rental: 3
Printing: 1
Contractual: ;
Consumable: 1
Non expendable:
Medcase:
1
Total 0 0
Publications:
None
Estimated date of completion and /or number of more studies to be performed

including plan over next 1-3 years:

Request termination of above protocol since other goups have

recently published similar results and the Fellow involved has
graduated
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Wopk Unis Na,: 1303-78

Title of 2rciect: Studies on the Alteration in Drug Metabolism
in Hyverthyrcidism

invessigators: Jovert A, Vigersky, M.D. MAJ MC
Cralg Holland, M.D. CBET MC

Qbjectives: To determine 1f changes in metabolism of drugs used
to treat ayperthyroldism are due to the elevated thyroxine levals,
per se, or medlated through beta-adrenergic effects.

Technical Aporoach: 10 patients will h ave the halp-1ife and peak
plasma levels o dexamethasone and methimazole measure after IV
irjection while hyperthyroid, after § days of propranclel, and
after becoming euthyrold. Cardiovascular status will be assessed
by radionuclide imaging with cardiac output and ejectiion fraction
being measured.

Progress and Results: The first 2 patients have been accrued into
the study. There have baen no complication from the infusions or
from the radiocnuclide studies. The third part of the study on
these 2 patients has nc¢ yet been completed. Patlents are actively
being sought for participation in the project and the laboratory
aspect of this protocol is now being begun.

Conclusions: none

Funds Utilized FY-79: $176.20 (2600)

Funding Reguirement F¥-80:

Personnel $ 4000
Supplies 6600
Printing 300
Rental 200
Isctopes 500
Travel 500
Total $12100

s of Comolstion: GCcschber 1981

Tvpe of Report: Interim
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Work Unit No.: 1304-78
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Title: Radionuclide Assessment of Cardiac Function in Patients
with Acromegaly.

[N e - S

Investigators:

Principal: Robert C. Smallridge

Associate: Sol Rajfer
Robert Kaminsky
James Davia
Marcus Schaaf
M.L. Mutter
, W.J. Oetgen

Objectives: To determine whether acromegalic patients may have
impaired left ventricular function before symptomatic heart dis-
ease occurs.

Technical Approach: Left ventricular function is being deter-

mined using a multiple gated acquisition (MUGA) scan. This pro-

cedure iavolves the injection of 99m Technetium labeled human :
serum albumin.

Progress and Results: Twenty-three patients have been examined
with MUGA scans and the data analyzed. Radionuclide angiography

{ has been abnormal in 9 patients, with 3 having increased and
6 having decreased ejection fractions. While several bad hyper-
tension, 6 of the patients had no explanations for there abnormal
ventricular function other than acromegaly.

Conclusions: The data support the presence of an acromegatic car- )
diomyopathy in. many patients. .

Complications: None

Funds Utilized, FY-79 None

Funds Requested, FY-80
Travel $600

Publications: An abstract has been submitted for possible presen-
tation at the annual meeting of the Amercian College of Cardiology.

ot B Bk B A i e

3 Estimated Date of Completion: 1 yr.

Type to Report: Interim
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Work Unit No: 1305-78
Title: Breast Carcinoma and Thyroid Hormone Receptors

Investizacors:

Principal: Robert C. Smaliridge
Reith R. Latham
Associate: Arthur Tischler

Objectives: To determine whether thryroid hormone receptors can
be identified in human breast carcinomas.

Techuical Approach: Breast tumor tissue is frozen in liquid ni-
trogen, processed to obtain a nuclear pellat, and T3 and T4 re~-
ceptors determined in a receptor binding assay (Latham, et al,
J Biol Chem 251: 7388, 1976).

Progress and Results: High affinity nuclear T, binding sites have
baen identified in 4 breast carcinomas, and in""normal'' tissue from
histologically uninvolved breast from one of these patients. The
number of T3 binding sites was much lower than described in other
human tissues (i.e. white blood cells and liver) and also lover
than in one "normal” breast tissue examined.

Conclusions: Nuclear T3 receptors have been identified in breast
carcinomas. No conclusions can be drawn regarding the biologic
significance of this observation, but it provides evidence that
thyroid hormone could at least possibly have an influence on breast
tumors. A follow-up study is under consideration to assasgthe sig-
nificance of these findings.

Funds Utilized, FY-79
Personnel: 400
Rental: 200
Supplies: 500
Prianting: _ 100
$1,200

Funds Required, FY-80
Supplies: 500
Printing: 300
$800
Publications: These results are being prepared for suybmission to
a journal as a preliminary communication.

EZstimatad Date of Completion: 1 yr.

Type of Report: Interim
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Work Unit No.: 1306~78

Title of Project; Thyroid Hormone Regulation of Sex-Steroid
Hormone Metabolism in Fasting Men

Investigators: Robert A. Vigersky, M.D. MAJ MC
Kenneth D. Burman, M.D. MAJ MC
Leonard Wartofsky, M.D. COL MC
Elizabeth Ramos-Walker, 1LT

Objective: To study the effect of thyrold hormones in altering
the pathways of metabollism of androstenedione, estradiol, estrone,
estriol, and testosterone.

Technical Approach: Obese men who were hospitalized on Ward 47
had the above sterolds measured in the baseline state, after

I days of a 100 cal/day diet; after 7 days of total fasting with
or without supplemental oral T3; 7 days os of total caloric fast.

Progress arnd Results: The above steroids were measured on §
consecutive men and the preliminary results showed no significant
changes during any of the stages. The project has thus been
terminated as being unlikely to yileld significant positive data.

Conclusions: Fasting with or without T3 replacement does not
appear to affect steroid metabolism in obese men.

Funds Utilized FY-79: $220}1 (2572)

Funding Requirement FY-80: None

Publications: none

Estimated Date of Completion: Protocol terminated.
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3 Wotk Unic: L1507-78

Tirle: The effect of fasting on TSH response to TRH
Investigators: K.D. Burman, LIC, R.C. Smallridge, LTC, L. Wartofsky, COL

Objective: TO see if TRH infusions result in less TSH ~-sponse in fasting

\ h h: . . .
Technical Approac TRH infusions of 1 ug per hour are given and TSH measured

Progress and Results: About 15 patients have been studied and it is evident

that TSH response is less during fasting

Note: This protocol is differen than 1372 because this uses
infusions,

ions: 3 i i
Conclusions TSH response is less during fasting

—

Have there been any adverse reactions: No

New added investigators: As above
Funds Utilized FY 79: Personnel: 3000 Funds requested FY 80 3000 4
Travel:
Rental: 500 é
Printing: 1500

Contractual
Consumab‘{e: 5000 5888 :

Non expendable:
Medcase:

Total -
Publications: 7500 9500

Clin Research 27:248, 1979; article with same title in press, Metabolism
Estimated data of completion and /or number of more studies %o be performed
including plan over next l-3 years:The initial phase of study has been completed
as published in Metabolism and the plan now is to integrate this protocol
with others to see if TRH infusions are altered in conjunction with T3
receptors in white cellls

Type of Peport; Interim 3
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Wotk Unit#: 1300-79

Title:

Measurement of §-éruf1: iodothyronines by HPLC 3
Investigators: K.D. Burman, LIC, L. Wartofsgy, COL, R. Bongiovanni, CPT, T. Boehm, MAJ

Objec'f%v%easure thyoid hormone levels by HPLC
h: ' -
Techaical Approac Develop a new HPLC method involving dansylation
! Results: '

. Progress and Results Lt Bongiovanni has said that he is actively involved 3

' in this protocol amd has now been able to separate thyroid hormones by HPL(
but needs a method with greater sensitivity. He is in process
of developing such a new method which involves dansylation of hthe
thyroid hormones. It is a long slow job but success is being made.

Conclusions:
None yet

Have there been any adverse reactions: . (; '

h“%w added investigators:

h¥hnds Utilized FY 79: Personnel: 500 Funds requested FY 80 500
Travel:
Rental:
Printing:
Contractual: 500

Consumable: 500
Non expendable:

Medcase:
Total 1000
Publications: 1000
None yet . J
Estimated date of completion and /or number of more studies to be performed )

including plan over next 1-3 years:

This study will probably require about three more years to reach a
successful conclusion s

Type of Report: Interim
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Wokk Unic#: 1301-79

Titls: The effect of varioys metabolic conditions on T3 receptors in
circulating mononuclear cells

Iavescigators: K.D. Burman, LIC, Keith Latham, L. Wartofsky, COL

Objective: . . . . .
To detarmine T3 kinetics of receptor in various states

Technical Approach: . . L. .
3 receptors are measured in white cells by solubiliaation

Progress and Results: )

We just completed a very large scale study documenting the usefulnéss
and veracity of T3 receptors in normal and obese subjects and this

paper has been tentatively accepted in the JCI . The revised
manuscript was seht back 11 Sep 1979. Since this is now done we can

go ahea and perform receptor kinetics in other syndromes as

outlined in the present protocol. For example, elderly,

euthyroid sick. Requests this protocol be extended to measure

T3 white cells receptors during glucagon infusions and after

ipodate administracion. Both of these agents are approved in other
ptotocols and this just asks for another 20 ml blood.
Conclusions:

g{va%E}é‘Satﬁasaﬁ?eﬁdvn se reactions:

New added investigators:
As above
Funds Utilized FY 79: Parsonnel: Funds requested FY 80
Travel:
Rental:
Printing:
Contractual:
Consuwable:
Non expendable:
Medcase:

3000

2000

Total 9

Publications:

5000

i .
¥9P&ated date of completion ané /cr number of zore studies to be performed
inciuding plan over next 1-3 years:

This protocol will represent cur major effort over the next year:

Tipe of Report: Interim
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Work Unit No.: 1302-79

Title of Project: Prevention of Gonadal Damage in Men Treated ‘:} ;
with Combination Chemotherapy for Hodgklin's Disease and Histio- 3
cytic Lymphomas. WRAMC #7810,

Investigators: Robert A. Vigersky, M.D. MAJ MC
Jeffrey Berenberg, M.D. LTC MC
Ramona Chapman, M.D. MAJ MC

Objectives: To prevent the severe seminiferous tubular damage
induced by chemotherapy which is most likely irreversible and to
prevent the Leydig cell damage also a product of chemotherapy(whose
reversibility has not yet been determined).

Technical Approach: Men undergoing chemotherapy for Stage IIIb or
IV Hodgkin's disease or histilocytic lymphoma will be treated

with high dose testosterone 1.m. before beginning their therapy
and for the duration of therapy. This is being done to suppress
their own endogenous gonadotropins andothereby their own

gonadal function so that they wi.l be inactive at the time chemo-
therapy 1s begun. Evaluation of gonadal function will be assessed
before, during and 6-12 months after the completion of the
chemotherapy.

Progress and Results: The first 3 patlents have been accrued into
the study and there are no results as yet. There have been no

complications from the pre-~therapy testing and from the testosterone
treatment. . (Q
Conclusions: None
Funds Utilized FY-79: None
Funds Requested Fy-80:
Personnel $ 2000 3
Supplies 300 E
Contracts 9120 T
Printing 200
Rental 200
Travel 500
Total $12320

Publicatlions: None

Estimated Date of Completion: Oct. 1982

Type of Report: Interim
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Wopk Unit Ho.: 1304=79

: Tiiles Thyroid Hormones in Carebdrospinal Fluid (CSF)

A nty

Investizatorst
Principals Prentice Thompson, LIC, MC ]
Associates: Kenneth D. Surman, LIC, MC i
Leonaxrd Wartofsiy, CQL, MC : i
Archer D. Huott, COL, MC ! A
Albert N. Martins, CCL, MC i 4

ks
i

o,

T e e
B

Objsctives To detsrmine what role the CSF plays in the transport of
thyroid hormones into the central nervous system (CNS), and what rols
thyroid hormonas in the CNS might play in various dissase states.

Te sa) Avporoachs CSF of patients undergoing lumbar puncture for various
disease states zauch as herniated disc disease, pituitary tumor, or
neningitis) will be studied, One to two ml of CSF heyord that resquired
for routina CSF analysis will be obtained for measursment of Th, T3, rT3

and other metabolites. |

P

Prozpess and Results: CSF samples from 25 patients undergoing myelogram : 4
( for herniated disc diseass wers exanined, and we ware able to meagure I
various thyroid hormcnes (T4, T3, reverse T3) in several of these patients. )
; We are now prapared to measure thyroid hormonss in various disease statces {
1 in an effort to determine what role these hormonass play in these diseases. i
}

Conclys t We are, indeed, able to measure thyroid hormones in CSF,
and will now attempt to deiernine what role these hormones might have
in various disease states.

4 Furds Utilized, FY-79: $3,825.00

3 Personnsls $1,000.00 :

Consumable Suppliess 825.0C !

Contract Services: 2,000,899 . ‘
Total 3,825.00

$8,150.00 . |

Personnali $2,000.00
Consunable Supplies: 1,850.00
Coniract Services: 3,000.00 :
Travel: 5C0.C0 j

E

o

Reprintss 420,00
izual: 580,30
Total 3,:50.30

et lanet .
acie 210038 008

Twvne of Report: Interim 3
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Work Unit No.: 1305-79
Titles Thyroid Function in Liver Disease

Investigatorss
Principals Prentice Thompson, LTC, MC
Agsgclates:s Kenneth Burman, LTC, MC
George Brown, MAJ, MC
Lawrence F. Johnaon, COL, MC
Robert C. Smallridge, LTC, MC
Leonard Wartofsky, COL, MC

Objectives To determine whether alterations in binding proteins for serun

hormones are responsible for the abnormalities in thyroid hormone metabolisam

observed in patients with varicus liver diseases.

Zgghgifgl_égp;ggghs Ten patients each will be atudied with (a) acute hepa-
titis (acutely and during convalescence); (b) chronic active hepatitis
(vefore and after steroid therapy); and 2c) primary biliary cirrhosis.
Measurements will be obtained in a baseline state and at intervals during
follow-up for measurement of T1, T2, T3, T4, reverse T3, serum TR{, TBG,
CBG, TeBG, and FTI. Remaining serum will be storsd frozen at -40° pending
evaluation of the latter results for consideration of potential assay of
cortisol, estrogen, and testosterone as well. TRH stimulation tests will
be performed with measurement of TSH and prolactin responses.

Progress and Resultgs Due to the late HSC approval date, 24 April 79,
the project has not yet gotten underway.

Conclusionss NA
Funds Utilized, FY-78: FY-79: None

Fun Requirements, FY-80: $6,600
Personnels Nons (KMU Funds Fy-aog
Equipment: MNona (XMU Fundz FY-80
Suppliess Nona (KMU Funds FY-80)
Travels 600.00
Services--Hazelton Contracts_$6,000.00

Total 6,600.00

Publications: None

Type of Report: Interim

o ———— + v

i S




work Uait No.: 1306-79

Title of Project: Thyroid Hormone Status in ob/ob Mice

Iavestigators:

Priagcipal: Keith R. Latham, Ph.D.
Co-lnvestigators: Yueh-Chu L. Tseng, Ph.D. and Allaa R. Glass, M. D.

Objectives: To determine the thyroid hormone status in ob/ob mice and

to assess the potential role of thyroid dysfunction in the

1 etiology of the ob state.

Technical Approach: In these studies we have used previously described

methodologies of measuring thyroid hormones in blood
and methods of measuring levels of nuclear thyroid
' hormone binding activity in various tissues derived

from the mice.

Progress & Results: We have derived two basic results from these
studies. 1. There is no difference in the
levels of liver nuclear thyroid hormone recep-
tors for T3 and 'I‘4 in ob/ob, ob/+ or +/+ (the

lean controls). 2. There are major differences

A

in the blood ievels of T, and Ta between ab/ob

3
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mice and their thin littermates (ob/+, +,+). In (;} E
this case, T6 levels in ob/ob mice was depressed
by 50% and T3 levels slightly elevated. 3. 4
Since we observed changes in the levels

of T

4 and T3 in the blood, we also investigated .

the possibility that the ob/ob defect was the ;.

result of tissue metabolism of thyroid hormones.
We found in these studies that the mouse fat was

a major site of thyronine metabolism.

Conclusions: We have coancluded: 1. The ob/ob defect that cauvses obesity
in this strain is not a result of modulated nucleared 3
receptors for thyorid hormones. 2. There are major
changes in blood levels of Td and T3 in the ob syndrome
and 3. since the obese mouse may be 50% fat fy weight and
since this tissue is a major site of thyronine metabolism,
it is possible that the obese mouse has a high rate of thy-
ronine disposal through the fat, which that may coatribute

to the total thyroid hormone status in the obese mouse.

Funds Utilized, FY 78, FY 79: Although a great deal of work has been

done on this project thus far, it has not required a high
level of funding since we obtained obese mice and rats
free and we were able to use supplie derived from other

projects.
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Funding Requirements FY 80:

Personnel: No personnel support will be required for this project.

Equipment: $600.00. Only minor equipment for pipetting and frac-

tion collecting will be required.

Supplies: §1200.00. This will include the purchase of obese mice
and their thin littermates and I!2S T, and 1128 T, Io
addition test tubes and some other general laboratory

supplies will be required.

Travel: Since the latast abstract for presentation for presentation
will be presented in Washingtoan, D. C. in June, 1580, no

travel money will be required.

Publications: 1. K. R. Latham, Y. L. Tseng and A. R. Glass, Thy:oid
status in ob/ob mice, AFCR, 1979. 2. Y. L. Tseng, A. R.
Glass, K. R. Latham, Thyronine metabolism in fat and liver

homogenates from rats and genetically obese mice. Endocrine

Sociaty, 1980,

Type of Report® Iaterim

[PV BN



- = < B i~ L YT e R T e R e - e
I e AT R

Work Unit: 1308-79

Title: Stress-induced amenorrhea in military cadets

Investigators: Allan R. Glass, M.D. (Principal)
Leigh Wheeler, M.D.
Thomas Klein, M.D.
Mike Posner, M.D.
Objective: Determination of the cause and mechanism of amenorrhea

in military cadets

- . . . - ‘a tes e M ~ .
T et v * . - -~ e S e Gt e 0, e et e,
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Technical Approach: Measurement of hormone levels and determination
of pituitary sensitivity via estradiol challenge and clomid
administration in amenorrheic and non-amenorrheic cadets

Results, Progress, and Conclusions: ( }g

Approval for this recently-submitted protocol by HURO is still
pending, so no work has begun yet.

Funds Used FY 79 (EQE 2600): 0
Funds Requested FY 80: $3500.00 (2600)
$3000.00 (2572)

Type of Report; Interim
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Work Unit No.: 1309-79
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Iavestizator: Robert A. Vigersky, M.D. MAJ MC

of ct: The Anti-Estrogenic Effects of Delta-l-Testo=-
) c)

.-l-‘.
(08 (1))

2
on

'_J
3

Cbjective: To study the ability of Teslac to act an an anti-
astrogen in vivo and to investigate its mechanism of action.

Technical dooroach: In Vivo studies are to give gonadectomized
male or female rats silastic implants containing estradiol and
to then inject them daily for l-4 weeks with either saline or
Teslac. The welght of the target organs is compared in the
groups as ls the levels of plasma steroids.

Progress and Results: There seems to be no in vivo effects of
Teslac over a 1 week period. Receptor studies initially have
confirmed this observation by showing no interaction of Teslac
with the estrogen receptor in rat -.cerus.

Conclusions: Teslac appears not te be significantly anti-estrogenic
in vive and appears to act only by inhibiting conversion of
testosterone to estradiol.

Funds Utilized FY-79: None

Funds Reguested FY-80:

Personnel $ 3500
Supplies 2500
Travel 500
Printing 200
Rental 300
Total $7000

2udlications: None

Z35imazed Date ¢f Comsletion:
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Work Unit No.: 1310-79

Title of Project: Pilot Investigation for the Treatment of Hirsutism with
Oral Cimetidine

Investigators: Robert A. Vigersky, M.D. MAJ MC
Ira Mehlman, M.D. LTC MC
Charles E. Smith, M.D. LIC MC
Allan R. Glass, M.D. MAJT MC

Objectives To observe the effects of Cimetidine in the treatment of
hirsutism and to understand the mecharndsm of this effect.

.

pr
£
%
%
i
3
¥

;

Technical Approach: Ten women who are less than 50 years old ard who have.

the dlagnosis of ldiopathic hirsutism are admitted for pretreatment evaluation
which includes urinary and plasma steroid determinations,.a TRH test, R
photographs, and weighing of hair shaved from an area of the face after

several days of non-shaving. They will then be placed o n Cimetidine

300 mg five times dally for 3 months with re-evaluation monthly for prdgress and
3_.. months as during the pre-treatment period.

Progress and Results: None
Conclusions: None

Side Effects and Complications: None

Funds Utiilized .FY-ZQ: None (« ‘

Funds Requested, FY-80:

Supplies: $1500
Contracts 4800
Printing 300

Travel 500
Drug Cost 705
Total $7805

Publications: None
Estimated Date of Completion: Sept. 1981.
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Title of ¢roject: Bile sait <clearance ia Cnroaic a2ciive depacitis

frincinal lavastigator: COL Lawreace f. Joansoa, !iC

Objective: To ascertain if tne clearance rate of iatraveaously aaainiscerad
¢nolyl glveine can reliaoly relate to cliaical narameters ia patieats wizn
earonic active nepacicis.

Tacnnical Approach: A radioimmunoassay for coajugates of cholic acid will e
daveloped in rvabdits vy linking cholyl glycine to bHovine seruan albumin.

Yrogress and lesults: A good radioimnunocassay was davelovad for conjugates
of cnenodeoxycnolate acid., 4n intensive afforc was nade to develop aa
antibody for conjugates of cholyl glycine; and this was accoaplished.
dowvevar, the raboit who had the high antisody levels to caolyl glycine diad,

and we ware naver avle to again evoke g high aatibody level in saotier
aniual.

Conclusions: Decause of our inability to develop an antivozy for conjuzates
of cholyl glycine, tuis project was terainated aad mora than 100X of the
resaarch chemist's (ls Corianne liaydonoviten) time was transferred to other
approved CIS-WRGH approved protocols.

Yunds Utilizad, FY=-79: §13,032

funds Requested, Fi-3%0: iione, Chemist, s Coriane Maydoaovitca traasferred
to otner CIS=wrGl Castro Sve gpproved protocols.

fublications: Tais protocol has resultea in publication of an abstract, a
prasentatlion at a national neeting and a nublication in a peer review
journal.

Type of report: Tarminated
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Title of Ffroject: :ssopaageal Clearia:;. -.uautitated dy dadioisotooe ican.. .

Investaicator: STl
Principal lavestigator: WL Lawrence ¥. Jouason, il . -
coinvestigators: dadre uuvois, ™

¥AJ Percy Dunagin, &
bounali . Castell, iu

Ovjective: [o quantitate the peristaltic ability of the esophagus-to clear a
measured volus of fluid iato tne stonaca,

Technical Approaca: wilutea .1 54Cl will ve taggzed with tecnaecium, and an
esopaageal clearing profile will be quantitated arter each swallow using
manometric equipment.

Prosress ana desults: #ive additional patients have heen studied since those
those coaaented upoa in FY-~7S3., These additional pstients have been evaluatad
with a new woaitoring probe designed oy oune of the authors (LfJ), thsat iacor=~
porates a metallic pi seasor at tne distal tip and two transistorized
sressure nonitors within a catheter system that is tapered dowa fur patienc
comfort in the oral thorax., This new systew incorporates taese functions in
a very saall prooe tuat formally was accoamnlisied caly by coobiniag and taen
taping tog:tner several different proves. [a addition, the nes systam ag.
incorporates a four digit ph water anu . 2cwwan pciater that records tad ph
value every five seconds. Tnese values can now be coapared to scintillation
counts trowm tne ijotope present in tae esonhagus. warly ooservations tast
betnanecol iaproves esopvuazeal acid clescance as well as aaies a aore coa-
petenc csopha=zastric juaction to prevent reflux have been docusentea by tais
study.

wouclusivas: .data odtained from tals urotocol represeats an advancadnant in
tile uaderstaading of gastroesopnazus raflux disease anl supnorts sur earlier
pudlishiea observations.

Funding seuuestza, #i=30: wsase as ori:inial protucol.
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. UI1avesEizators: WOy S i dong, A48 E
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kL Cailef, Juclzar ielicing Jervice 3
3] uojective: L9 juantitaty 2sopnagedl emplying ia acualasis oedors aed afiar, H
- preusatic dilation. 2
s 4
% lechnical Joproacii: 4o asasur2 2sosaazedl eamptving ot a 3dlid mesl in ]
patiencs witn acnalasia., Technaciun was tagzed to coraflakes and 2ils and 3
) froa tuls an egophageds emycving vroiila <as estavilsaed, 2
Progr2sy and sesults: The technigues proves satisrastory and distinguished by
&sy.ctomatic control vaoluaterers frou syoptosatic patieats wita acnalasia., q
- . . e . . 5
Tue tecunique also locumnsuted a significaat iwprovaaeat ia esophagasl A
enptying afcer paeumatic dilacion. luess Jata vaze publisned: b
1. Groas R; Jonnson LF; and wazingey &J: Sgopnageal faptying in 4
(W~ achalasia: Guaatitated by sadioisolope l[scanique, uigestive Jiseasas and i
Sciencas, vul <#, p 933, Cac 7Y, 3
1 se feel tnat taere is oue more manuscring ina tne data tnal is already 4
4 availavle and tais will coasist of corrciatiag esovhagesl manoretric data i
3 withh resulets of esophageal emptyingz ovtiinad oy tha raaiorsotone tacnaijue. 4
; 4
3 Coaclusians: As pradicted iast year cnis tecuaique has avsusald nors f
4 objective tssessnent of tne treatuent ol patiants witu achalasis, The 3
ks unassizned lavestigators later tals vaar will aodify protocol «i%id anz use 3
i ‘ tae esojaaj2al 2astying t2canique to datarcine wuich snegnacie dialation 4
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Work Unit: 1417
Title: Plasma Ligandin in Liver Disease.

Investigator: COL Lawerence F. Johnson, M.D.

Objective: This study proposes to assess plasma ligandin levels as a
potentially more sensitive indicator of hepatic information than currently
available serum tests.

Technical Approach: All patients having liver biopsies at Walter Reed
Army Medical Center have an aliquot of blood drawn and frozen. Plasma
serum ligandin content is what is determined by sensitive and quantitative
radioimmunoassay technique. Correlations between pathologic diagnosis,

enzyme values and ligandin levels will be made by standard statistical
techniques.

Progress and Results: Two hundred samples of serum have been forwarded
to the Albert Einstein College of Medicine in New York for ligandin deter-
minations. Results are pending.

Conslusions: Not Available.

Funds Utilized, FY 79. None.

Funds Requested, FY 80. Same as initial protocol. (;‘

Publications: None.

Type of Report: Interim.
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Sojective: Lo study tae fuactional significance of 1 cricugaaryazeal sar.

Techaical inproach: Tais is a synchronized canoametric/vidaotape flusroscopic

study of ssallowing disordars of tne Lypopanaryas, cricopnaryasus ind upper
230pnagus.,

Prosress aad sesuits: Ta2 slow wotlon videotupe nachine procured by tie
Departagat of xaalology aad its incerface witn /alter Reel army Nedical's 1v,
aas tunctioned weil. Ials aquipnent has veea cowviiaeatza oy F23.C~1v,
acquiring a split frame apparatus taat asw affords televising the manouatry
record a3 well as siaultaaneous fluoroscouy study all oa tna same IV scraen.
This tecanique aas functioned well in taa study and documentetion of vhanvn-
geal movement aud manosetry findings ir a patient witn auaination. To
perfect tuls tecunijue, however, the sanometry rasults must de disslayad ou e
sciliiscope in orcar for tae IV equipaeus fo adaquately gisnlay it on tne
splic frame videotape. ae are very encouraged with the arojress a2t we have
uwade ia tne last year in perfecting tais technique aad tne iasigat it wiil
rave Lo our undarstandiag of patieats «itn swailowiaz prodlaas.

vonslusions: Loune

Faading Jrillzed, Fe=7%: Moae

——t

funding aoguested, ¥lwouwi  3ane «s luitial protocol.

Fuolications: .one

L/P@ 9D w2Lortl lutery.
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Work Unit: 1420

Title: Adenyl Cyclase and Guanyl Cyclase Activity in the Cat Esophagus.

Investigators:

Principal investigator: MAJ Roy K. H. Wong, M.D.

Co-investigators: COL Lawrence F. Johnson, M.D.
CAPT Donald 0. Castell, M.D., USN B

Objective: To correlate adenyl cyclase and guanyl cyclase activity with
lower esophageal sphincter contraction and relaxation.

Technical Approach: Same as initial protocol.

Progress and Results:

1) We have determined that higher levels of adenyl cyclase exists in

the lower esophageal sphincter (LES) of the rabbit when compared with the
rest of the esophagus. ‘ -

2) Cats were then used as a model for this study because the muscula-
ture of the cat esophagus is similar to that of the human. However, the
anatomic location of the cat LES made it difficult to extract this LES.

3) We have found a scurce for opossums to be used as an animal model

for this study. We have also received approval for housing these animals
at WRAIR.

4) Dr. Northway (Ph.D.) from M.D. Anderson is joining the staff in
the Department of Pharmacology, USUHS, has done similar work in the opossum
esophagus and will add valuable expertise. Presently, we need more technical

assistance in assaying adenyl and guanyl cyclase. We will submit an appli-
cation for a technical assistant.

Funds Utilized, FY 79: None,

Funding Requested, FY 80: $2,500 needed for funding of animals and equipment.

Publications: Attached.

Type of Report: Interim.
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Addendum to Wor-k Unit #1420:

Both the cat and the opossum have smooth muscle in the lower 2/3.of the .
esophagus. In this sense they are similar anatomically to man. Many (majority)
of studiss have been performed on the opossum elucidating neural hormonal and
muscular activity of the LES. In these studies, a technique of pinning the distal
esophagus is performed and indicates fairly easy accessability to the distal esop~
hagus. For these reasons, and also because we have now found a source of
opossums, are we changing the animal model.

Gastro 63:444—447. Neural organization of esophageal peristalin
role of the vagus nerve.

JCI 54:899~906. Neural control of the lower esophageal splincter:
Influence of the vagal nerve.

Gastro 70:216-219. A dopamine receptor in esophageal smooth
muscle of the opossum.
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Work Unit: 1421

-

Title: Immune Characteristics of Peripheral Blood Lymphocytes in Patients
on Cimetidine.

Investigators:

Principal investigator: - Robert Reid, M.D.
LTC, MC

Objective: To determine if the function of human peripheral blood
lymphocytes 1is altered during treatment with Cimetidine (Tagdmet), a
histamine type~2 receptor blocker.

Technical Approach: To study the classification and functional character~
ization of peripheral blood lymphocytes in patients receiving Cimetidine.
Multiphasic immunologic testing as outlined in protocol will be performed.

Progress and Results: It has been proposed that cimetidine may enhance
cellular immune function and adversely effect patients being treated for
duodenal ulcer disease. Therefore, immunological parameters were studied
in nine patients with duodenal ulcer disease immediately prior to, after
2-3 weeks, and after 6-8 weeks of cimetidine treatment. Thirteen normal
control subjects not receiving the drug also were studied. Whole blood
cimetidine and serum immunoglobulin concentrations (IgG, 1gA, and IgM)
werc determined and peripheral blood mononuclcar cells (lymphocytes and
monocytes) were analyzed for their surface chavacteristics, cytotoxic
capabilicies, and responsiveness to mitogens. Circulating total leukocyte
and mononuclear cell counts remained normal during the study period. The
surface characteristics (esterase staining; surface immunoglobulins; E, EA
and EAC-rosette formation) did not change during cimetidine treatment.
Spontuneous cell-mediated cytotoxicity of K-562 cells was markedly
impaired in the duodenal ulcer patients prior to trcatment and returned to
nrmal after 2-3 weeks of treatment. Antibody-dependent cellular cytotox-
icity to eith?s chick erythrocytes or K-562 cells, and lectin-induced
cellular cytotoxicity to human erythrocytes, was not altered by
cimetidine. Likewise, mitogenic responsiveness to phytohemagglutinin,
concanavation A and pokeweed mitogen was unchanged. The patients' sera,
all of which contained therapeutic levels of cimetidine, did not {nfluence
the results of any of the assays in comparison to simultaneous tests using
fetal calf serum. Serum immunoglobulin levels as a measure of B- 1ympho-
cyte funcrion did not change during cimetidine treatment.

Conclusions: We conclude that cimetidine therapy for up to eight weeks
induces no marked enhancement or alteration of general cellular immune
function,

Funding Utilized, FY 79: None.

Funding Requested, FY 80: None

Publications: R.W. Sjogren, M.J. Bertovich, 1.J. Weinrieb, R.H. Reid, and
R.P. MacDermott; Lack of Effect of Cimetidine Therapy on Tests of Cellular
Immunc Function in Patients with Duodenal Ulcer Disease. Submitted for
publication to Gastrouenterology.

Type of Report: Final, close-out.
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Work Unit No.: 1422

Title: The Sequential Staging of the Liver in Hodgkin's Disease With
Laparoscopy and Laparotomy.

Investigators:

Principal Investigator: MAJ David A. Peura, M.D.
Staff, Gastroenterology Service
(Replacing MAJ Joseph §. Rice, M.D.
who has been transferred to Fitz-
simons AMC, Denver, C0)

Co-investigators: CPT Morakinyo A. Qyewole, M.D.
Fellow, Gastroenterclogy Service

COL Lawrence F. Johnson, M.D.
Chief, Gastroenterology Service

COL Richard M. Hirata, M.D.
Chief, General Surgery Service
(Replacing COL Robert W. Muir, M.D.)

MAJ Martin D. Weltz, M.D.
Fellow, Hematology-Oncology Service

Objective: To evaluate the role of laparoscopy in clinical Stage III or IV
Hodgkin's disease patients.

Technical Approach: See Plan Section of original protocol,

Progress and Results: Since the last report, no patients were assessed 4
under the protocol. In checking with the Oncology Service, it was felt

that the continuation of the protocol was to be encouraged and an attempt
to coordinate with the Gastroenterology Service to assess all patients with ;
the above clinical stages of Hodgkin's disease would be made. ' g

Conclusicns: No further conclusions can be reached at this time. As
mentioned in the last report, there was evidence that laparoscopy seemed to
be of benefit, however, further patients were needed to form statistically
significant conclusions. It is anticipated that with better coordination

with the Oncology Service more patients will be assessed and evaluated
under this protocol.

Funds Utilized FY 79: None.
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Funding Requested FY 30:@ None.
E { Publizations: None. 3
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Work Unit No.: 1423
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Title of Project: A Study of Trifluoroisopropyl Cyanocacrylate Polymer
TMBR 4197) in the Control of Bleeding Peptic Ulcers of the Stomach and

o2 S

Co-investigators: LTC Edward L. Burkhalter, M.D.
. Fellow, Gastroenterology Service

Duodenun. :
Investigators: i
Principal: MAJ David A. Peura, M.D. :
Staff, Gastroenterology Service i

COL Lawrence F. Johnson, M.D.
Chief, Gastroenterology Service

Gastroenterology Service, Department of Internal Medicine, Walter Reed
Army Medical Center, Washington, D.C. 20012.
Objectives: To determine if the polymer is effective in preventing (\

further bleeding in stomach and duodenal ulcers.

Technicaerpproach: See original protocol.

Progess: To date, 11 patients have been studied under the protocol.
Seven patients have been control and four have been polymer patients.
Patients in both groups had evidence of rebleeding. Since this is a
multi-center study, final evaluation and eff cacy must await the return
of data from all centers. It is hoped that the study will continue.
Conclusion: No definite conclusion can be made at this time. i
Funds 79: None,
Funds 80:

A) Personnel: See Principal Investigators.

B) Equipment: None.

C) Consumable Supplies: $100.00 A

1. Sterile saline

2. CO2 tanks

- s ot s 3 At T 04 5 4 o
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Work Unit No. 1423 Page 2

D) Travel: Presentation of paper at national
scientific meeting $300.00

E) Modifications of Facilities: None

F) Other: Reprints $250.00

: Publications: NA

i Tvpe of Report: Interinm.
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Work Unit: 1424 '

Title: A Double Blind Study of Long Term Maintenance Cimetidine (SKF §
92334) Therapy on Gastroesophageal Reflux Disease - Protocol BO7. ;
Investigators: ;f
Principal investigator: MAJ Roy K. H. Wong, M.D. E:
Co-investigator: COL Lawrence F. Johnson, M.D. \ g
Objective: To determine if Cimetidine, an inhibitor of gastric acid ) ?

secretion, will, on long term maintenance therapy, benefit patients with
acid gastroesophageal reflux over that of conventional medical therapy.

Technical Approach: Same as initial protocol.

Progress and Results: Since the inception of this protocol (June 78),

we have entered 1l patient3 on coded medicine. We have to admit 4 more
patients to complete this protocol and hope to do so by the end of this ;.
year. g

Conclusions: We hope to complete this protocol by January 1981.

Funds Utilized, FY 79: None

e pa L e g T

Funding Requested, FY 80: Same as initial protocol.

Publications: None.

Type of Report: Interim.
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rame of drotacui: ‘rulastary Aspiracion froa {astroesapnssaal oaflux
sefined oy fulmonary Sciatiscan and Jvaralzat [acra-
Esopuagzeal os vomitoriag.

investigators

frincipal Investizatos: (COL Lawrence F. Jonmsoe, .l

Coiavestizators: HAJ James W. Likendall, C
Castroeatarslogy Starf

IC Robart J. Kaniasxi, !
Calef, wuelear Magicine Jarvica

Froa vWaltar Reed Aray .sdical Centar, wWashiagton, 0.C.

Objectives: To Jocumant the occurrence of pulwonary aspiratioa fron
nocturaal zastroesoshageal reflux.

Tecanical Apnroach: Patients witu syuptons ot ootu puiwonary Jigseasa and
gastroesopha;eal reflux are being evaluated to develop 2 test to see which of
the patients wiza ciironic pulmonary Jisease has aspiration on the basis of
gastroesaphageal reflux., Pratients are adxzitted on tue doraing of fay | and a
aanoaetry catheter is placed ianto the esophiagus for location of tne lower
esopuageal sphincter to make sure the patiaants are cap;ble of making acid.
Later in taa aay, patxen:s are startad oa ph moaicoring and is continueld
uatil the following moraiang. Tais is the oest paraweter of raflux. #Prior to
bedtime, tne patients are dosed witu 5 nci of raaioactive tecnnxcxun sulfur
cvilowd Tea?. on tae zoraing of Day 2, the patiants report to iuclear
Mewisiue Service for a lung and aodouinal scan for location of tecanicius.
Tane patiants are then guestioned regardiag their syactomatolosy during the
night == reflux aad aspiration == aud comparisun is made 5y a direct Chi

analysis to tne ovjective criteria of tne esopaag2al veflux by pd monitering,
aspiration by lung scan.

Progress and Results: ihirt2en patizats nave baen enter2d irto tais study,
Tney 1oy pe 2roken into two 3TOupS. Tae first group nad adavr=al distal

2sondnz2zeal acig exposure luring ta2 aixat of to2 study and Wil e dasirnanad

as fu@ veliul sroar. I71e ra2iaiuinz saciants 13.
2X203ure fouca ~itain mean anma two staazara dav

getermined control oopuiasisas aad will de des

.
ioas of 2 previously

2 ag "nornal ranze®
3

i Jazt
Jota sroups were ailstineutsuad by lower esOH‘a"Jal wnincter pressur:. Cae
reflux group aad 2 sizailicant lovar pressure 23 sussestas taan the nar-al
3roup. 1t was iaterastias, that oa & zuluonarv hiscory ourtained afrer t.e
study nrzat snd prior to 1ooking ac iz lats, scans aad pf racosd, tiz tuo
claurciaas (Lfd, 335) were waLbla to sistiarl u;a\ wilc., vifieunts refluxes aald
sussioiy tad sul.ocary syaotons r=i;:=¢ to aspivazica.  Tasc is, wve s3ores
JITI LTSS L2 saTe. #1350, all pulagnary seintiscaas in faue 13 osricnts z2tui
GOk £ .0w 2Wlience O assirLtidd, avea in fa2§2 LAY ad 2079r-al egsasaasaal
sCla 2aSiSur2 OX L.z il il 31 ta2 sIals.
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we aucouaiarad several tecanicai proslexs with tae pulmonary sciatiscan
technique that wa aad not anticipated. First, despite 2videncz of impairaa
gastric emptying during sleep, most patients had the isotope present witnin
the colon when scanaed the morning after the study. Inerefore, tue isotope
may have lett the stouwach early in tae course of the study aight and anot bzen
available as a gastric tag waen tae patient refluxed and possibly aspiratead,
Secoadly, from talking witn these pacxen:s, pulmonary symptowes of aspiration
seem to occur one to three or four times per year; and tnerefore whea
attempting to document it, studying a patieat for one night resnresents 2 one
to thres probability/over 3v5 .ays in the year, It is our intzantion to
sumuarize tnis information and subait it to Digestive Diseases and Sciences,
as follow-up data on a publisaed pilot study that one of the authors (LfJ)
participated in entitled, 'Pulwonary Aspiration as a Consequence of
Gastroesopnageal Reflux: A Diagnostic Approach (see inclosed repriat). |

This existing protocol will be modified iater this year and again resubmitted
to the Clinical Investigation Cosmittee in a further effort on our part to
documeat and studvy the problem of puluonary aspiration from gastroesupnageal
reflux.

Conclusions: See inclosed publication.

Funds utilized, FY-79: None

funas requested, FIr=§0: See originial protocol.

Publication:

oy

Chernow 4; Jonnson LF; Janowitz WR; and Castell DO. Pulconary Aspiration as
a Consequence of Gastroesophageal Reflux: A Diagnostc Approach., Vol 24, p
839, 1977y, i

% Type of Report: Interim
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Ticle: The Effect of Indomethacin on Exper1mentally InducegvAcld Sc:;ctura«w.mwhwwmﬂ“‘

v T onoehé CATRESSPRAGUS. T T TS A T i

! Investigdtors: e

; Pfihc;pal(lnyeétigétor: , S Y George 3 Brbwnw.ﬁ D.ﬁ.¢:»i
Cp-Invégtigéﬁors; “ coL Lawrence,F &Johnso;; &&5:{5

. »
-~ Frr 1 ;‘“’x

CaPT 0. 0. Castell, 0., usnv

Objective: To prove that indocin will decrease the incidence. of ac.d induced \~:ﬁ

stricture formation in the cat by decreasing acid induced esophageal inflammation: .
f Aok

- N P T

Technical Aoproach: Same as protocol.

Progress and Results:

1) We have demonstrated that the experimental model will reliably produce
acid induced esophageal stricture in the cat.

2

A

Y

(;;\ 2) Because of'esophageal stricturing, nutrition of the animals were Q prébleﬁﬁ
' This

has been solved with a permanent feeding gastrostomy which the animals tolerate
well,

3) A semipermanent intravenous catheter needs to be develop to administer o
known amounts of test substances.

|
;(

| 4) Dr, Margaret Northway at USUHS will help us develop a technique to perform ]
! a barium esophagram in the Cat. !
t

Funds Utilized, FY 79: NONE |

é Funds Requested, FY 80: $2,500 for equipment, animals and animal care.
Publications: Pending.

Type of Report: Interim,
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1. The Oncology Section, Hematology-Oncology Service, continued to participate. in
studies of the Cancer and Leukemia Group B (CALGB), investigating expérimental and
standard drugs, singly and ir. combinations, and in combination with radiation.
therapy, in patieants with various neoplastic diseases. New WRAMC protocols were
initiated during FY 1979 and others were continued from previous years.

2. All diagnoses of malignancy were substantiated by histological exnninnﬁion,of# ’
biopsy material. All patients were informed of the experimental nature of" thb“ )
therapy and were provided information related to the toxicity which might be expected
from therapy. The informed consent was signed by each patient, parent, or guardian.

3. All protocols were reviewed by the Walter Reed Army Medical Center Clinical
Investigation and Human Use Committees and forwarded to the Human Use Review Office,
Office of the Surgeon General, for approval in compliance with AR 40-7.

4. Funds in the amount of $67,425 were received from the National Cancer Institute
through an Interagency Agreement. These funds wera used for 50X of the salary of the
Principal Investigator, three medical record technicians, patient travel, and paysi-
cian travel to CALG3 meetings. Because of the celiling on travel funds imposed by the
NCI, additional funds were received from WRAMC in the amount of $10,000 for physician
and patient travel.

S. A new part of the research program involves the pharmacology of antineoplastic,
agents, particularly the anthracyclines. It is anticipated that studies supported by
the Clinical Investigation Service will be fruitful in the next year.

Lk

Incl JEFFREY L. BERENBERG, ¥D
Annual Report, FY 79 LTC, MC
Chief, Hematology-Oncology Service

WW
HSWP-MH Introductory Remarks, Annual Progress Report, FY~79W~
T8 C, Clin Invest Svc rlou C, Hem-Onc Sve R “Dkft‘§~odﬁ“79“ ~ eurt 1

&
o
x
( 31
23

FORA / of‘ REPLAGES OD FORM 93, EXISTING SUPPLIES OF WHITH WILL BY s
iJA | FED 82 2‘2 Jc ISSUZD AND USZO UMTIL | FEB 83 UNLESS SOONER EXHAUSTED. CPO 1948 O - N300

s e s s st e tr——a : Ao v s s emon

i

Z, - g e e e
H ~ L

|
% .
. Ay’
B2y - .. el et & & v b, el ¥ . AT
ok wosidemnadinssu T, GO A e i ara——— S TR ST i Bk £t
N e T e T Tl RTINS R e R L R S e 3. g aafSe




A

B Taatd

5

Q/)

A - o

Work Unit Neo.: 1516 . Coag
* oo ¥ : Tl s ’~~: L

¢ s - T S

Title of Projact: -ALGB Pro:ocol 7291 = add. #5¢° iﬁ rgroun Rhabdomyo=

sarcoma Study‘ Role of °ostopé tzve Radiotherapy
and: Combindtions “of Daczlnomycin, Vineristine,
Cyclophosphamide and Adriamycin ‘i1 *Childhcod Rhabdo-
myosarcoma by Acute Leukemia Group B, Southwestern

Cancer* Chemocherapy Study Group and Chlldrens Cancer
Study Group A

5

y

Investigators:

Principal:  Johannes Blom, M.D.

Associate: Frederick B, Ruymann, M.D., LIC, ¥C

Obiectives: 1. Primary objectives:

L)

s e s

a. To determine whether postoperative radiotherapy
prevents local recurrence and improves the sur-
vival rate after what appears to be complete
stirgical removal of a lucalized tumor,

b. To compare, in terms of duration of remission,
percentage exhibiting recurrence and survival,
the effectiveness of vincristine and dactino-
mycin to vineristine, dactinomycin and daily
oral cyclophosphamide for treatment of ‘patients
who have (1) microscopic residual disease follow-
ing surgery or (2) have no demonstrable disease
following complete resection of regional disease.

¢. To compare, in terms of response to treatment,
length of remission, percentage exhibiting re~-

currence, and survival, the effectiveness of .

vincristine, dactinomycin, and high pulse doses

of cyclophosphamide to the same drug combination
plus adriamycin for the treatment of patients with
(1) gross residual disease following surgery, or
(2) evidence of metastatic disease at time of
diagnosis.

2. Secondary objectives:
a. To obtain a better understanding of the neoplasm by:
1. Defining the extent of the lesions and relating
it to the response to treatmhent, duration of

remission, percentage exhibiting recurrence, and
survival,

R s NS e,
5 P » £ .
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2.

Technical Approach:

a. Are the duration of remission and survival
of patients who undergo complete -tumor -
removal the .same, irrespective of whether

. their disease was initially localized or
regional?

b. How does the duration.of remission and
survival of patients with microscopic re-
sidual disease compare with those who had
complete tumor removal?

Correlating histological types of the neoplasm
and age with response to treatment, duration of
remission, percentage .exhibiting recurrence, and
survival. Randomization to the various treatment
regimens will not be based on histological type,
but the correlation between histological type.and
response will be monitored carefully in the
analysis.

Basic Protocol:

Patients are divided into four groups:

Group 1 ~ lLocalized disease completely removed

R e e e e

Group 2 - Grossly removed tumor with micro-
scopic residual disease

Group 3 ~ Incomplete removal of tumor or
btiopsy with gross residual disease

Group 4 - Distant spread of disease present
at onset

e

Patients are randomized according to their
disease group and treatment started within
72 hours of surgery.

The patients in group 1 will be randomized
between regimen A and B, patients in group
2 will be randomized between regimen C and
D (regimen D is the same as regimen B), and
patients in groups 3 and 4 will be random~
ized between regimen E and F.
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; ) Regimen A: Vincristine- 2 mg/m (max1mum
; (4 ) ‘ ~dose .2,0:ug) I.N. weekly for
: g ) , 12 doses plusy oo, o3

Dact1nomyc1n 0. 015 mg/ag/day
(max... \0.,3 mg) L.V, for &
days to. be repeataed at 12,
24, 36 and 48 weeks plus

Cytoxan 2.5.mg/kg/day orally
starting on day 42 and con-
tinuing it up through 24
months.

Regimen B: Radiotherapy to the tumor bed

i after surgery plus

Chemotherapy as outlined in
regimen A.

Regimen C: Radiotherapy to the tumor bed
after surgery plus

! Dactinomycin 0,015 mg/kg/day

(max. 0.5 mg) I.V. for 5

: days to be repeated at 9,

; 18, 27, 36 and 43 weeks plus

Vincristine 2 mg/m* (max. 2 mg)
I.V. weekly for six doses.

.y e vy e e < R e e LAY S X . L
B T e ST ] e A A e 4 o 3 y
L #8357 iy BT 2 3 7 i > £k PR s R S L A O A S
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Regimen E: Vincristine 2 mg/m2 (max. 2 mg) I.V,
weekly for 12 .doses plus
(%ME Dactinomycin 0.015 mg/kgz/day
(max. 0.5 mg) I.V. for 5 days
to be repeated at 18, 30, 42 I
and 54 weeks plus I
Cytoxan 10 mg/kg/day I.V, for 7
days, a second seven day course
to be given by mouth at 13 weeks-
Cytoxan 2.5 mg/kg/day p.o. from
21st week through the 24th month '
of therapy plus :
Radiotherapy to the tumor bed as well '
as to the area of spread to be.
started at six weeks. '
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Regimen F: Vincristine 2 mg/m2 (max, 2.0 mg)
1.V, weekly Zor 12 doses plus
Dactinomycin 0.0i5 mg/kg/day (max.
0.5 mg) in the vein for 5 doses
to be repeated at 2, 33, 45 and
57 weeks plus
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Regimen F: Cytoxan 10°mg/kg/day L.V. for 7 days.
(Cont'd) - A sécond' 7 day course by mouth to
- ‘be started at 13 weeks.
Cytoxan'2:5 mg/kg/ddy by -mouth from
" the 24th week to the 24th month
of therapy plus 9
Adriamycin 50 mg/m” I.V. at 5; 18,
27%-39 and 51 weeks.. This will
be reduced to 30-mg/m2 if a large
Bone marrow volume is to Be
irradiated (max total dose. 600 mg/mz)_
plus
Radiotherapy to the tumor bed as well
as to the areas of spread to be
started In six weeks,

53
&

Addendum #1: Change effects patients in Groups 3 and 4 and is as
follows:

Cyclophosphamide 300 mg/mz/ day L.V.
for 5 days starting on day 0. In
addition, for children 2 years of
age and older (excluding those who
have the bladder iIncluded fn the
radiation portal or are to have
large volumes of bone marrow ir-
radiated, such ag whole abdcomen

. ineluding the pelvic bones),
cyclophosphamide 300 mg/m~ L.V,
is to be administered as & single
dose on days 28, 42 and 56, con=-
comitant with radiation.

Radiotherapy to the tumor-bed as well
as to the metastatases, as outlined
in Section 9.0 of protocol, is to be
started at 4 weeks (day 28). If
the disease is progressive after 2
weeks of chemotherapy, radiotherapy
may be initiated. If the disease
is stable, radiotherapy should be
withheld until 4 weeks.

At week 11 (day 77), the patient is to receive one
of the following two treatment regimens:

Regimen H: Starting at week 11 (day 77) and at
4-6 week intervals (according to
tolerance) thereafter up through
week 101 or 103, the following
course is to be given:




¥ : i & - kol
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A U ' _ Vincristine 2 :ng/mzlday 1.Y. on days g “'
j 0 and 4. (max. smglezdose 2 aig) plus R ; g
BE « 7 Dactinomycin+0.45 Hg/nf (day: forsS daye: PR TS e
. : ' starting ‘on day: 0 (max. ingle dose R A
' ‘0,5 mg) dlas -, R N
Lyclophosphamide 300: mg/mzlday I.v. ' 5
for 3-days starting.on day 0. .
. OR
£ Regimen I: Starting at week 1l (day 77) and at 8~12 g
L week intervals (according to tolerance) o
- - thereafter up: through ‘week 95-.or 99 ‘;
‘s , the following course is to be given: K
Py s
Vincristine 2 mg/m? 1.V, on day O. A
(max. single dose 2 mg) JPLus . k.
3 : Cyclophosphamide 500 mg/m“ I.V. on B
2 : day O plus - ‘§
L Adriamycin 30 mg/mz/day 1.V, for 3 f’
g days starting on day 0, A‘
o i
1 % (If patient has received pulmonary or media- i
& stinal irradiation, adriamycin should be gk
stopped after the 5th course, otherwise it 2
f should be stopped after the 6th course. b
; (,-«' Starting at week 15 or 17 (day 105 or b
; 119) and at 8-12 week intervals (ac~- ' kv
cording to tolerance) thereafter up . ?ﬁ
{ through week 10l or 103 the following e
! course is to be given:
? Vineristine 2 mg/mz/day I.V. on days 0 %
i and 4 (max. single dose 2 mg).plus b
: Dactinomycin 0.45 mg/mé/day for 5 days &
starting on day 0 (max. single dose b
0.5 mg) plus ! i
Cyclophosphamide 300 mg/m2/day I.V. for : £y
5 days starting on day O. . b
Addendum #3 refers to cyclophosphamide schedule toxicity, b
Addendum #4 refers to surgical guidelines. ' mﬂ
' A
Addendun #5 refers to patients with nasopharynx-nasal cavity, para- ‘ "f‘
nasal sinuses, and middle ear primary sites. )
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Progress and Results._ WRAMC entered eleven :patients, One was lost _fﬁ
. to £ollow-up -shortly after entry on the stady. )

One patient expired with progressive disedse on o

- day 40 -andvone-had: progressive disease: on day g

117:. One.relapsed-on day 660 and oné on day 323. Y

One has relapsed at 436 days and -expired on day &

606. One has completed two years of therapy and P

is free of disease. fg

Conclusions: Four hundred and twenty three.children have been entered gg

and two hundred and seventy eight are evaluable for analy-
sis. Details of results according to stages have recently
been published.

XA

3
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&

Side Effects/Complications: One patient had disseminated intravascular %’
coagulation during therapy. One has develop- f:
ed radiation necrosis of the brain. %

Funds Utilized FY 79/Requested 1980: See Introductory Remarks to Annual f

Progress Report. &

Publications: Maurer et al: The Intergroup Rhabdomyosarcoma Study,
Cancer 2015, 1977.
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York Unit No.: 1320

Title of Project: ALGB Protocol 741l idd. #4 = Combination chemo-

| . therapy in. induction for standard risk and
combination chewotherany plus cranial irradiation
plus daunorubicin for increased risk followed by
maintenanée wich contiauous vs intermittent 6-MP
plus methotrexate reinforcement .and subsequent
igunotherapy. Activated 18 April 1974,

Investigators:

Principal: Johannes B3lom, M.D.
Associate: Frederick Ruymann, =m.D., LIC, MC

.ObjectiVes: 1. To assess the role of early cramial radiation in the
control of CNS and systemic leukemia by randomly
allocating its use.

2. To introduce the concept of more vigorous induction
and reinforcement therapy for a group of children
considered to be at increased risk; older or younger
age (after the 8th birthday or before the 2nd) and/or
high leukocyte count (over 30,000}, and test whether

: ‘ the addition of daunorubicin will favorably affect
: kw, the frequency and/or the duration of complete re-
‘ mission in such patients,

N

3. To compare the effectiveness of three reinforced
maintenance regimens:

! . A, Continuous combined oral 6-}P daily and oral
MIX weekly.

"B, Intensification with 5-day courses of combined
oral MTX weekly.

C. 1Intensification with S5-~day courses of oral
MTIX alone.

4, To be prepared to introduce immunotherapy in
maintenance phase regimens at random.

Technical Approach: Patients are stratified in two risk categories:

Standard Risk: age is after the 2nd and before the
8th birthday and a total white
count of lesss than 30,000.
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Increased Risk: 'Age is before the 2ndor after — - -

the ‘8th’ birthddy or the total
white blood count is equal to
or greatér than 30,000,

Patients at standard risk will be. allocated to
regimen 1 or 2, Patients at increased risk
will be allocated to regimens 2 or 3,

Regimen I: Vineristine 2.0 mg/m?/week I,V.

for 4 weeks on days 1,8,15
and 22 plus

Prednisone 40,0 mg/mzlday p.O.
for 4 weeks (days 1-28), then .
taper to 20.0 mg/m /day for
2 days, 10 mg/m4/day for 2
dags, 5.0 mg/m%/day for 2
days, 2.5 mg/m“/day for 2
days, then stop pred%isone plus

Methotrexate 12.0 mg/mc q 2 weeks
IT for six doses on days 1,15,
22, 43, 50 and 57 plus

L-asparaginase 1000 IU/kg/day I.V.
for 10 consecutive days from
day 29-38.

Vincristine 2.0 mg/mzlweek I.V.
for 4 weeks on days 1,8,15 & 22
plus 2

Prednisone 40.0 mg/m“/day p.o.
for 4 weeks (days 1-28), then
taper as Regimen I. Blus

Methotrexate 12,0 mg/m“ q 2 weeks
IT for 6 doses on days 1,15,
22,43,50 and 57 (last 3 injec-
tions coincide with cranial
irradiation)plus

L-asparaginase 1000 IU/kg/day I.V.
for 10 consecutive days from
day 29-38 plus

Cranial irradiation beginning on
day 43 (after completion of
L-asparaginase) 2400 rads of
cranial irradiation over 16
days to day 58.

Regimen II:
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Regimen III: . Vineristine 2.0 mg/mzlwgek‘l.v.
. for 4 weeks on days 1,815
and 22 plus
Prednisone 40.0 mg/mzlday po
for 4 weeks (days 1-28) and
then taper as in Regimen I plus
Methotrexate 12.0 mg/n” q 2 weeks
IT for 6 doses on days 1,15,22,
43,50-and 57 (last three in-
jections coincide with cranial
irradiation) plus 9
] Daunorubicin 45.0 ng/m“/day I.V.
! for 3 days on days 1,2,and 3 for
; thos% 2 years and over and 22.5
) mg/m“/day I.V. for 3 days on
‘ days 1,2 and 3 for those under
2 years of age plus
L-asparaginase 1000 IU/kg/day I.V.
f for 10 consecutive days from
day 29-38 plus
: Cranial irradiation beginning on
day 43 (after completion of L-
asparaginase) 2400 rads of
cranial irradiation over 16
- days to day 58,

e s e

Maintenance Phase:

A sty ne

Regimen A: Continuous oral §-MP and MIX:
6~MP 90.0 m§/m /day p.o. plus
MIX 15.0 mg/m/week p.o. on the’
lst day of each week
Reinforce with vincristine and
prednisone at monthly intervals
. ’ for 5 months, thereafter two
‘ week reinforcement treatments
are given after the sixth month
and every three months there-
after, The doses are as follows:

S S A

T2
e

Vincristine 2.0 mg/m% I.V. plus

% Prednisone 40.0 mg/m“/day p.o. for
& one w=ek beginning with the

& vincristine injections - (do not
43 taper). When two week reinforce-

ments are given, prednisone
continues for two weeks and then
is tapered.

Patients induced on regimen 3 with
davaorubicin will receive
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daunorubicin as part of the re-
inforcement course as the 13th

and 25th geek of maintenance,

45,0 mg/m“/day I.V. x 2 beginning
on the last day of the vincris-
tine plus prednisone reinforcement.

Regimen B: Intermittent intensification oral
6-MP and oral MTX:
6-1P 200 mg/m?/day p.o. for 5 days
plus
MIX 7.5 mg/m?/day p.o. for five
days, wait 9 days and then repeat,
wait 9 days and then repeat for a
third course,

Reinforce with vincristine and pred-
nisone after every third course:
vincristine 2.0 mg/m2 I.V. on
days 1 and 8 for 2 week reinforce-
ment treatment plui

Prednisone 40.0 mg/m“/day p.o. for
2 weeks and then taper with each
vincristine reinforcement.

Patients induced on regimen 3 with daunorubicin
should receive daunorubicin as part of the rein~
forcement course at thi 15th and 31st weeks of
maintenance, 45.0 mg/m“/day I.V. x 2 beginning
on the first day of vincristine and prednisone
reinforcement,

Regimen C: Intermittent intensification oral

MTX alone:
MIX 15.0 mg/mzlday p.o. for 5
days, wait 9 days and repeat,
walt 9 days and repeat for a
third course

Reinforce with vincristine and
prednisone after’ every third
course:
Vincristine 2.0 mg/m2 I.V. on
days 1 and 8 for 2-week rein-
forcement treatment, _plus
Prednisone 40.0 mg/mzlday p.o.
for 2 weeks and tapered with
each vineristine reinforcement.
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Patients induced on regimen:3: with daundrubicin | i <7
should raceiver daunorubicin as part of the re-
inforcement course at the 15th and 31st weeks of
maintenance, '45.0 mg/mZ/dAy 1.V, xr2"beginning on

the first day of vincristine plus prednisone
reinforcement,

Addendum #1 dated 13 June 1974 changes the randomization timing: for
postoperative and systemic therapy.

Addendum #2.dated 27 June 1974 changes dose schedule.in Regimen C- for
C. Parvum

Addendum #3 dated 31 July 1974 modifies dosage of C. Parvum and immuno=-
therapy.

SRR

Salebad

Addendum #4 dated 11 November 1974 changes treatment schedule in Regimen
A for L~PaM,
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Conclusions:

Progress and Results: WRAMC entered 16 patients., Ten achieved a complete
remission. Six patients remain in complete re=- B
mission from day 1196 to day 1596. Two have P
relapsed on days 56 and 738, Two were not evaluable y
for maintenance. .
CALGB entered 472 patieants. Median duration . g)
of remission is 50 + months at this time with pt
very few relapses after three years. Those 23
patients who are greater than 2 years or less jg‘
than 30,000 were shown to be at increased risk &

for relapse, These results are comparable to
those shown for other study groups and at the
St. Judes Hospital there was no difference in
treatment regiumens.

Daunorubicin does not improve remission duration in these
patients at increased risk for relapse. This was subse-
quently confirmed in a study at St. Judes Hospital. This
is in contradistinction to recent data in adulc acute
lymphocytic leukemia, Here the addtion of daunorubicin
to vincristine, prednisone and L-asparaginase improves
overall complete remission rate.

Side Effect/Complications: No unusual/unexpected side effects were

encounterad.,
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‘Progress Report.

Risk‘FactorS»in‘Planning Treatment
for. Children with.Acute. Lymphocytic Leukemia.
Proceeding of AACR and ASCO, #C, 262, 372, 1978.

See-Introductor
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Burgert EO:
Interim-Study was discontinued in -November L976.

Funds Utilized FY 79/Requested FY 80:
Abstract:

Publications:
Type of Report:
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Title of Project: ALGB Protocol.739L —*Add.. #1:  Clinical Trial of
*+ - Radiotherapy:and Chemotherapy: (Cyclophosphamide
(NSC 26271),. Vincristine (NSC 67574) and Actino-
mycin=D (NSC.3053) in Managing: Noa-Metastatic
Ewing's Sarcoma,

Investizators:

4
.
e
g
)
2

Principal: Johannes Blom, M.D.

Associata: Frederick B. Ruymann, M.D., LTC, MC

Objectives: 1. Compare the time interval from clinically localized

tumor to appearance of metastases .using .(a) irradiation
of the primary tumor only, (b) irradiation of the
primary tumor plus systemic chemotherapy (cyclophos=
phamide, vincristine and dactinomycin).

2. Compare the time interval from clinically localized
tumor to appearance of metastases using: (a)localized
irradiation of the primary tumor plus chemotherapy,
(b) irradiation of the primary tumor plus chemotherapy
plus bilateral pulmonary irradiationm.

3. Document the incidence and time of appearance of local
recurrence in all patients included in the protocol
regimens.

4, Document the total survival time of patients treated
by all protocol regimens,

5. Document and evaluate the pattern of organ metastases
for all protocol patients who develop metastases so
future studies will result in programming improved
means of therapy.

Technical Approach:

Initial Plan:

Vineristine 15 mg/mzlweekzl.V. x 6 plus
Cyclophosphanide 500 mg/m“ I.V. x 6 plus
Radiotherapy to the lesion,

Regimen I

»

Vincristine 1.5 mg/mé/week x 6 plus
Cyclophosphamide 500 mg/m“/week I.V. x 6 plus
Radiotherpay to the lesion and both lung fields

Regimen II

Cialeinains
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+* Continuation Plan: Actinomycin-D 15 meg/kg daily I.V. x 5 at 3
' months; after one week's rest, vincristine
and prednisone are given from.the third .
through. the' seventh.week. These 7-week
courses are repeated every 3. months for a
total of 6 in. 18 months.

Addendum #1 ~ Group I Randomization:

Radiotherapy to primary lesion will be substituted
by radiotherapy to primary lesions plus cyclophos=-
phamide (NSC 26271) Vincristine (NSC 67574)
Dzctinomycin (NSC 3053) and Adriamycin (NSC 123~
127).

Regimen I

Regimen II - Remains the same.

Additional material to Objectives: Compare the time interval from
clinically localized tumor to appearance of metastases using:

Irradiation of the primary tumor plus systemic chemotherapy
(cyclophosphamide, vineristine, dactinomycin and adriamycin),

Adriamycin 60 mg/m2 I.V. (Not used in Regimen II).

Regimen I - Initial phase concomitant with radiotherapy (day 0
and weekly x 6) included both cyclophosphamide and
vineristine but no dactinomycin., The first dose
of adriamycin is given the sixth week of therapy
on day 35 along with the last dose of vincristine
and cyclophosphamide.

Continuation phase begins three months after be-
ginning of the initial phase and is repeated every
three months through 18 months (six courses).
Dactinomycin, 1t mcg/kg 1s given I.V. daily for

5 days (day 1-5). After a nine day rest, vin-
cristine 1.t mg/m? and cyclophosphanide 500 mg/m2
is given I.V. weekly for five weeks {day 14, 21,
28, 35 and 42). Adriamycin 60 mg/m© is given

I.V. in the seventh week (day 42) along with the
dose of vincristine and cyclophosphamide. A rest
period extends from day 42 to day 90 when the next
continuation course begins.

Regimens II & II: Remain unchanged,
Progress and Results: WRAMC entered seven patients, One relapsed on

day 582, One went off study shortly after
entry, and a third patient relapsed. One patient

L YRR S xaTaa s




(\,} died on day 356; one patient is free of
disease on day 783, and omne on day 335, °
a third patient has no evidence 6f‘disease:
on day 39S.

¢

‘Conclusions: There are-statistically: significant dfffé;ences in times
to relapse related to the sita of thé prfimary lesion.
Superior disease~free intervals are obtained in patients
with distal versus proximal versus rib. versus peélvie. -, -
primary tumors. Likewise, patients with complete or
incomplete resection of primary tumors fared much better -
than those whose tumors were biopsied only.

\

Side Effects/Complications: No unusual/unexpected side effects were
encountered,

Funds Wtilized FY 79/Requested FY 80: See Introductory Remarks to
Annua.. Progress Report,

Publications: ASCO Abstract {#C-425, 413, 1978. Prognostic Factors
on Ewing's Sarcoma. Burgert O, etal.

Type of Report: Interim
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Work Unit No.: 1532

Title of Project: ALGB Protocol 7451 - Add. #2 - Combination Radio=-
therapy and -Chemotherapy of Stage III. Hodgkin 'S «
Disease (Phase III). .

S g TN
S A R

Invegtigators:
Principal: Johannes Blom, M.D. :g
5
Associate: Henry Keys, MAJ, MC, USA &
- bod
- a8
Objectives: 1. To compare long~term, multiple-agent chemotherapy either g%
alone or in combination with total nodal radiotherapy yﬁ
with total nodal radiation therapy alone. 3@
» &
ig,; 2. To compare tolerance of patients to these treatments ﬁg
ol { of various intensities. %
e 4
‘% ; 3. To compare the quality of response, duration of w
ﬁ H response and survival rates of the therapeutic z§
R groups. &
i: ‘ :?%?’{"‘
%gi 4. To compare tolerance of therapy for patients with - 3
S ‘ and without prior splenectomy for staging. (w k
* > A 4;‘{&
5. To study patterns of relapse in the various study f§
b

groups.

Technical Approach:

Basic Protocol: Regimen I: Total nodal radiation therapy with the
mantle port above the diaphragm and in-
verted "Y" below the diaphragm plus the
spleen of splenic pedicle area and option=-
ally the porta hepatis.

ST R S I e e e s

—

Regimen II: Chemotherapy consisting of:

Vincristine 1.4 mg/m?/week I.V. x 2 with
a2 max., dose of 2.0 mg plus
Procarbazine 50.0 mg on day 1 p.o.

100,0 mg on day 2 p.o.

100,0 mg/m?/day on days

3-14 p.o. plus

BCNU 80.0 mg/m I.V. on day 1,

Each course will consist of 2-weeks treatment and
two-weeks rest,
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The 2nd and 3rd course will be ds described above w1:h
s ) the delecion of orednlsone.‘z
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! R The 4L&‘course is: _ﬁ same as the 1st course with pred-
: T *-nisone Iﬁcluded” SR e e
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_ "+ .+ .The Sth and’ 6th’ Coutse:is the: 'sanié - as’%he 2nd and 3rd
j "t course - vincristine/procabazine/BCVU‘witﬁ the predni-
. -gone,

Maintenance therapy will be given:for 3:.years consisting of:
» Chlorambucil.6;0-mg/m2/day DO,

Regimen III: Chemotherapy followed by radiac;ou theragzy.

Six cycles of chemotherapy as: outlincd under regimen .
II will be followed by a 2-month rest period and then
total nodal radiation as described under regimen I.

' No maintenance drugs will be given.

Addendun 'l states changes in the shielding procedure for radiotherapy

‘ consisting of: In the areas above the diaphragm the lungs will be

; shielded; individually constructed lead blocks will

: be used whenever possibla, When arms are brought over

; (_,5 the head to full extension, -the lungs are shielded

% more adequately and consequently, a greater proportion

{ of the upper ribs are also shielded. However, because
of the upward rotation of the axillary nodes in the

: vicinity of the humeral heads, the humeral heads should

: not be shielded. The irradiation of the humeral heads

is compensated by the better shielding of the upper

ribs. If the zkimbo position is employed, the humeral

heads will be shielded during the whole course of treat-

ment,

In the split course technique, it is expected that
reactive mucositls of the larynx will be avoided,

but it is left to the clinical judgement of the
radiation therapist to shield the larynx when this is
% considered appropriate.

Adb s ¥
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Addendum {'2 states changes in the chlorambucil maintenace therapy for
regimen II: Chlorambucil maintenace for Regimen II is to be given
such that the patients will have received a total
treatment period of two years as measured from the
onset of protocol therapy (Induction and Maintenance).
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At completion of that therapy, patients will be

re-evaluated for the.completeness of the remission.

Those patients judged to be in: complece remission by
‘ the investigator will be followed with no firther
» therapy until disease progression. Those patients
judged ta be only in.partial response will be taken
off study. Indicated on the flow sheets all tests
done and their results at that time of assessment
for the extent of response. :

Progress and Results: Fifteen patient have been-entered on this study.
Ten have achieved complete remissions. Two have
relapsed -and one of these hasg died. ‘Three of"
these patients have been lost to adequate follow=-
up currently, One patient has failed therapy,
Four patients have been disqualified.

T N T A S PRSI OO e 2%
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Conclusions: Protocol 7451 therapy has prolonged survival overall for
both stage IIIA and B patients. Complete remission for
stage IIIA was 827, 76%, 63% and 88% respectively for
the four treatment arms and for IIIB was 58%, 707%, 70%
and 85% respectively. Although the chemotherapy-radio=
therapy regimen has the highest complete remission fre-
quency, it is associated with the highest number of (.f

Sk 43
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e

treatment related deaths. No disease relapse has been %

observed as yet in the 15-patients who completed the E

radiotherapy phase of the chemotherapy-radiotherapy &

regimen, ?gl

%

b

Side Effects/Complications: No unusual/unexpected side effects were §a
encountered, §

* Y,

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to %
Annual Progress Report, 4

A

Publications: None é
Type of Report: Interim %
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Jork Unit Yo.: 1533
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\ Title of Project: ALGB Protocol 7481: Addi #3.: Primary -Treédtmedt of
Multiple Myeloma: Comparison of L-PAM (NSC' 8806)
plus Prednisone’<(NSC 10023) and: BCNU' (NSC 4099632)
plus Prednisone and CCNU (NSC 79037) plus Prednisone
with or without Intermittent Vincristine (NSC 67574)
and Prednisone. A Phase III Study’
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Investigators:

Principal: Johannes Blom, M.D,

Objectives: 1. To compare the relative response inducing capabilities
of CCNU plus prednisone, BCNU plus prednisone, and*L-
. PAM plus prednisone in multiple myeloma.

2. To study the effectiveness of intermittent reinforcement
doses of vincristine and prednisone added to the thera-
pies described under 1 in multipel myeloma,

Technical Approach:

Regimen I - L-PAM 150meg/kd/day x 7 p.o. plus
Prednisone 0.8 mg/kg/day x 14 p.o. beginning on day 1

(*M% 0.4 wg/kg/day x 14 p.o,

0.2 mg/kg/day x 14 p.o.

3~4 weeks after the loading dose of L-PAM when the
peripheral ccunts are rising daily maintenance with
L-PAM will be started in a dose of 50.0 meg/kg/day p.o.

B T I TS

BCNU 150 mg/m? I.V, every 6 weeks plus
Prednisone as described under Regimen I

; Regimen II

CCNU 100 mg/m? p.o. every 6 weeks plus
Prednisone as described under Regimen I

Regimen III

On day 154 (at the end of week 22) all patients who have not shown
relapse or progressive disease will be randomized again.,

Regimen A Indicates that the patient should continue with initial
therapy and receive no addtional therapy.

Regimen B Indicates that the patient should continue with his initial
therapy and in additjon re eive
Vincristine 1.0 mg/m® I.V. x 1 on day 154 and every 8 weeks
thereafter plus
Prednisone 0.5 mg/kg/day p.o. x 7 beginning on day 154 and
every 8 weeks thereafter




: During maintenance phase, the interval between doses of BCNU or CCNU
is increased from.6 to 8 weeks. . . A —

P S TSI S TN
: .
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| Addendum #1 dated 24: January‘1975 adds. RS

Regimeq IV - L-EAM 16.0- mg/m2 I. V. every 2 weeks for 6 weeks and then
every 4 weeks. plus .- . -
Prednisone as outlined under Regimen I

Addendum #2 dated 23 March 1976 provides for modification of the I V.
L-PAM dose in patients with impaired renal functionms . -

Addendum #3 dated 29 April 1977 dis>bntinues Regiien IT and III, iscN'fL .
and .CCNU,

Progress and Results: WRAMC entered six patients. Their courses were well
i : detailed in the 1978 report., Since then, one re-

3 maining patient has progressed and died on day
6406, No follow-up is available on the disqualified
patient who was in remission on day 809 last year.

CALGB entered 558 patients. Median survival was
25 months essentially unimproved from previous
studies. Oral L-PAM 49% and I.V, L-PAM 447 proved
somewhat more effective than BCNU 34% ox CCNU [2Z.
Overall 257 of patients are surviving at 4 years.,

Conclusions: L~PAM I.V. or p.o. with prednisone give significantly becter

response rates than prednisone plus nitrosoureas = BCNU or
CCNU.

Side Effects/Complications: Low rate of drug associated deaths in this

study = 3%, There was about 2% incidence
of allergic reactions to I.V, L-PAM

e s S e ion finm ot

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to
Annual Progress Report.

Publications: Cornwell CG.: Hypersensitivity Reactions to Intra-
Venous L~Phenylalanme Mustard. Accepted for publication
in Cancer Treatment Reports.
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Type of Report: Final-Protocol closed to entry in September 1977, '
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Work Unit No.: 1534 ST . ‘ Tee e

‘ Titls of Project: ALGB Protocol 7521 Add. #2: A Compéracive Study of
the Value .of Immunotherapy .with MER as Adjuvant to
Induction and Two Maintenance Chemotherapy Programs

in Acute Myelocytic Leukemia.

Investigators:

Principal: Johannes Blom, M.D.

Obiectives: 1. To determine whether early immunotherapy with YER in
C conjunction with a primary chemotherapeutic induction:
. program will increase the probability of achieving

! complete remission.,

5%
“H
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2. To compare remission duration and survival with respect
to two types of maintenance chemotherapy, one using
monthly courses of Ara-C, and 6=thioguanine, the other
using alternating monthly courses of Ara=C and thiogua-
nine with vincristine, dexamethasone and Ara-C.

3. To determine by concurrent comparative controlled trial
if MER immunotherapy will prolong remission duration
) and increase the survival time of patients with AML
‘ recelving either of two plans of concomitant chemotherapy.

-

4, To determine 1f the frequency of CNS leukemia and of

toxicity to chemotherapy is different in patients random-
‘ ly assigned to regeive maintenance chemotherapy with or
without vincristine and dexamethasone and with or with-
out MER.

5. In two programs of maintenance chemotherapy, to assess
the morbidity and toxicity of MER immunotherapy.

Technical Approach: Induction Regimen is the same for all patieats,
consisting of:

Cytosine arabinoside 100 ﬂg/mzlday by continuous
infusion from day 1-7 plus

Daunorubicin 45 mg/m2/day by rapid I.V. injection
on days 1,2 and 3.

If the bone marrow contains more than 5% leukemic
cells, patient will receive a second course of
cytosine arabinoside, this time for 5 days plus
daunorubicin for 2 days.

ooty
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Patients will be randomized for MER or no MER
during the Induction Phase.

The maintenance Phase consists. of:
Regimen A: 5-day courses repeated every 4 weeks consisting of:

Cytosine Arabinoside 100 mg/m2 s.c. q 12 hrs for .
10 injections plus ’ :
Thioguanine 100 mg/m2 p.0. q 12 hrs for a total
of 10 doses plus MER

Regimen B: Cytosine Arabinoside 100 mg/m2 s.c, q 12 hrs
for a total of 10 injections plus
Thioguanine 100 mg/m? p.o. q 12 hrs for a total
of 10 doses.

Alternate with Second five day course:

Cytosine Arabinoside 100 mg/m2 s.c, injection
q 12 hrs, total oE 10 injections on days 1-5 plus
Vincristine 2 mg/m“, (max. 2 mg), on day 1 of this

course plus )
Dexamethasone 8 mg/m*, not to exceed 16 mg p.o.

in 3 divided doses daily on days 1-5 plus
Intradermal MER

Regimen C: 5-day course repeated q 4 weeks

Cytosine Arabinogide 100 mg/m2 s.¢, q 12 hrs,
total of 10 injectigns plus

Thioguanine 100 mg/m“ p.o. q 12 hrs for a total
of 10 doses.

In all 3 regimens, the 3rd, 7th, 1llth and 15th courses are
substituted for cytosine arabinoside 100 mg/m“ s.c. q 12 hrs

total of 10 injectionsg plus
daunorubicine 45 mg/mzlday by rapid I.V. injection on days 1-2.

Addendum #1 dated 10 December 1975 modifies the protocol to provide
wniform treatment for CNS leukemia when it occurs and alters the schedule

of MER administration.

Addendun #2 dated 14 February 1977 states that MER will be given as a
single dose during Induction Phase of patient entry.
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Progress and Results: WRAMC has. entered 28 patients.. Twelve pat ents
(13%) obtained a complete rafiission. Six of
whom relapsed from day 114 to day 403. One
patient in complete remission died of drug re-
lated causes (presumed sepsis). Five of the
six patients who relapsed have died, ome is

{ alive after a bone marrow transplant, Four

! patients had partial response., Three of these

i have died and one remains in remission following

a marrow transplant.

CALGB results 629 patients entered. 287 (46%)
attained a complete remission. Overall survival
of patients to date is a median of 8 months.
Median survival of patients attaining a complete
remigssion is 19.8 months. MER treatment during
induction appears to benefit the duration overall
remission rate (52%) vs 43%. Overall survival
also appears to be influenced by skin test re-

iy, Ry
R S R &

activicy + 11 months vs - 6 months., No difference
in remission duration has been seen with the
) different maintenance regimens.
2

Conclusions: 46% of patients treated in CALGB achieved a couplete

( ‘ remission. This translated into a median survival

h of 19,8 months for this group. The survival for all
patients treated was 7,7 months. MER treatment during
induction or skin reactivity prior to treatment appear
to increase the likelihood of complete remission and
therefore survival. [It is of interest that two patients
at WRAMC have apparently benefited from Bone Marrow Trans-
plantation].

=y
A

Side Effects/Complicaticns: One patient died in complete remission of
sepsis following maintenance chemotherapy.
This is unfortunately seen occasionally in
the treatment of acute leukemia,

Funds Utilized FY 79/Requestad FY 80: See Introductory Remarks to
Annual Progress Report.

Publications: An abstract of this protocol was reported by Cuttner
et al: A Controlled Trial of Chemoimmunotherapy in
Acute Myelocytic Leukemia (AML). Proceedings of AACR
and ASCO, Vol. 20, March 1979 pp 333, 1978,

Tvoe of Revort: Interim - Prococol was closed to patient entry June 1977,
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Work Unit No.:

1535

Title of Project: ALGB Protocol 7581 - Add. #2: Loag Term Surgical

Investigators:

Adjuvant Systéemic Chemotherapy with or without
Adjuvant Immunstherapy in Mammary Carcinoma. A
Comparative Study of Cytoxan, Vincristine, Metho-
trexate, 5-Fluorouracil, Prednisone vs Cytoxan,
Methotrexate, 5-Fluorouracil vs Cytoxan, Metho-
trexate, 5-Fluorouracil, MER. A Phase III Study.

Principal: Johannes Blom, M.D,

Objectives: 1. It is the specific aim of this study to ascertain if

2,

3.

b,

5.

therapy with 3 active agents plus nonspecific immuno-
stimulation is superior to the 3 active agents given
alone, or given in combination with vincristine and
prednisone. The criteria for assessment will be the
disease free interval of breast cancer patients with
4 or more positive axillary nodes discovered at.
mastectomy. A corollary comparison to the historical
information in a patient group similarly staged and
operated when followed by observation alone or by

3 active agent therapy in Milan will be utilized for
an additional comparison.

The duration of the disease free interval in each
treatment will be evaluated for its impact upon
survival, as well as serving the principle measgure
of therapeutic effect.

Patient tolerance to the therapeutic regimens will be
evaluated.

The site of first recurrence of disease will be

evaluated to determine any differential action of the
regimens.

An attempt will be made to determine if patient age,
primary lesion size, or the utilization of postopera-
tive radiotherapy influenced the recurrence or

survival rates, as well as the location of the site
of first recurrence,
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(w) Technical Aporoach: Induction Phase Traacment “Sechedules

Regimen I: Cytoxan 80‘mg/ﬁ2/day p.o. for 42
¢onsecutive days plys
Methotrexate 40 mg/m“/week I.V. for
6 consecutive weeks -
EXCEPT patients 30 years of age are to
receive 30 mi/m [week: 1.V,plus
-FU0 500 mg/m“ I.V. for 6 counsecutive
weeks plus
Vineristine 1.0 mg/m?/week I.V. for 6
congecutive weeks. (max. dose 1.5 mg
per dose) plus
Prednisone 40 mg/mz/day p.o. daily in
3 divided doses for 21 consecutive days
followed by half dose for 2 consecutive
days; followed by quarter dose for 2
consecutive days; followed by omne-
eighth dose for 2 days, then
discontinue.

Treatment will Legin no sooner than two weeks and
not later than four weeks following mastectomy in
those patients not receiving postoperative radio-
therapy. If postoperative radiotherapy is given,
chemotherapy will begin no sooner than 4 weeks and

(, not later than 8 weeks following completion of

’ radiotherapy (and not later than 16 weeks from

mastactomy).

b Regimen II: Cytoxan 80 mg/mZ/day p.o. for 42

k: . consecutive days plus

Methotrexate 40 mg/m/week I,V. for
6 consecutive weeks, EXCF:T patieats
60 yeari or older are to receive

e 30 mg/m“/week I.V. plus

2 5-FU 500 mg/m“/week 1.V, for 6 con-
%= secutive weeks,

i% Regimen III: Cytoxan 80 mg/m?/day p.o. for 42 con-

secutive days plus

Methotrexate 40 mg/m“/week I.V. for

6 consecutive weeks EXCEPT patients
60 years or older are to receive
30 mg/m2/week I.V. plus

5-FU 500 mg/m“/week I.V. for % con-
secutive weeks plus

MER 200 ug intradermally in each of

5 sites (teotal 1 mg) at weeks, 1,3&5,

B e N
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. MER should be swirled in the vial and repeatedly
tilted in the tuberculin syringe to assure its
homogeneous suspension. Injection sites should
be chosen to drain into different node groups.
Do not inject lymphadematous arm.

ol dons o

Maintenance Phase Treatment Schedules for First
Year of Maintenance:
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- Regimen I: Cytoxan 100 mg/m?/day p.o. days
1-14 of each cycle glus

Methotrexate 40 mg/m* I,V, day 1
and day 8 of each cycle EXCEPT
patients 60 years or older are
to receive 3Q mg/m? plus

5«FU 500 mg/m“ I.V. day 1 and 8
of each gycle plus

Vincristine 1.0 mg/m I.V. day 1
and 8 of each cycle (max. dose
1.5 mg/dose) plus

Prednisone 40 mg/mz.day p.o. days
1-14 of each cycle DO NOT TAPER.
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Each cycle of therapy is 28 days in length and

recycle begins on day 29. This regimen should be

given for 10 cycles, after which patients enter .

the Second Year of Maintenance (see below) im
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Regimen II: Cytoxan 100 mg/m?/day p.o. days

1-14 of each cycle plus
Methotrexate 40 mg/mé I.V. days

1 and 8 of each cycle EXCEPT
patients 60 years gr older are
to receive 30 mg/m° plus

: 5-FU 500 mg/m? I.V. day 1 and 8

of each cycle.

A R

Lo

ﬁ Each cycle of therapy is 28 days in length and

Ei: recycle begins on day 29. This regimen should be

5 given for 10 cycles, after which patients enter
the Second Year of Maintenance,

Regimen III: Cytoxan 100 mg/m2/day p.o. days

1-14 of each cycle plus

Methotrexate 40 mg/m* I.V. days
1 and 8 of each cycle EXCEPT
patients 60 years or older
are to receive 30 mg/m? plus
5-FU 500 mg/m2 I.V. day 1 and 8
of each cycle plus

MER 200 ug intradermally in each
of 5 sites (total 1 mg) on day ("
8 of each cycle,
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Each cycle of cherapy is 28 days ia length and
recyclé begins on day 29. This regimen should be
given for 10 cycles, after which patients enter
the Secound Year of Maintenanca.

Maintenance Phase Treatment Schedula for Second
Year of Maintenanca:

At the scheduled time for the llth cycle of
maintenance therapy, patients in all 3 regimens
will begin a uniform treatment schedule,
Vincristine and Prednisone are dropped from
regimen I; MER {s dropped from regimen III and
the length of a treatment cycle is increased to
56 days.

In the second year of maintenance, all patients
will receive:

Cytoxan 100 mg/m2 p.o. days l-lé
of each cycle plus 2
Methotrexate 40 mg/m® I.V. on day
1 and 8 of each cycle EXCEPT patients
60 yeary or oldes are to receive
30 mg/m“ plus
S-FU 500 mg/w? I.V. on day 1 and 8
of each cycle.

Each cycle of therapy is 56 days in length and re-
cycle begins on day 57. Treatment should continue
for 6 cycles, after which, all treatment is discon-
tinued and the patient should be observed
indefinitely at 3 month intervals without further
therapy.

Addendum #1 dated 13 Seprember 1975 mandates patient eligibility with
1-3 involved axillary nodes for protocol,

Addendum #2 dated 28 October 1978 states that Regimen III is closed to
patient entry and that all new patients will be placed on either regimen
I or II of the protocol,

Progress and Results: WRAMC has entered 313 patients. OCne patieat was

not eligible, Five patients have relapsed on days
240, 832, 861, 588 and 302. All other patients
remain in complete remission from 183 to 1368 days.
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Conclugions: As of 1 June 1979 there is as yet no- statistical difference
between the regimens.. The CMF plus MER regimen has been
discontinued based on ALGB Breast Committee recommendation.
There is no difference in disease free interval related to
the time between mastectomy and onset of chemotherapy up
to eight weeks postoperatively. The failure rate appears
to be lower in patients with only one to three positive
nodes compared with four or more for both pre and post
menopausal patients.

Side Effects/Complications: No unusual/unexpected side effects were
encountered.

Funds Utilized FY 79/Rec¢iested FY 80: See Introductory Remarks to
Annual Progress Report,

Publications: None

Type of Report: Interim
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'KW} wWork Unit ¥o.: 1537

Title of Project: ALGB Protocol 7551 - Add., #2: Combination Chemo-
therapy and Radiotherapy for Stage IV Hodgkin's
Disease, Yo Prior Treatment,

Investigators:

e A st S

Priacipal: Jochannes Blom, M.D,

Obiectives: 1. To compare the respouse rates and remissiot durations
observed with 6 or 12 monthly cycles of chemotherapy.

2. To determine the affactiveness of a combined approach
by radiotherapy and multiple drug chemotherapy in the
control of Stage IV Hodgkin's Disease as compared to
multiple drug chemocherapy alone.

3. Tec explore whether a2arly reduction of bulk disease by
radiotherapy is beneficial in controlling the disease.

4. To explore the ability of radiotharapy to eradicate
residual microscopic disease in patients with apparent
complete remission after a full course of multiple drug

¥ chemotherapy.

& S. To explore the ability of radiocherapy to eradicate
3 " disease in patients with apparent parcial remission
b after a full course of multiple drug chemotherapy.

Q Technical Approach: Regimen I: CCNU 75mg/m2 PO, gay 1 plus

[ Vinblastine 4 mg/m“ I.V. day 1 & 8
5 plus

v Procarbazine 100 mg/m2 p.o. days

5 1~14 plus
rednisone 40 mg/m? p.o. days 1-14

b Prednisone {s given on course 1l and & only.
Afrer each course of treatment, there is a 2 week

rest period. This treatment is given for a total
of six cousses,

Regimen II: Is the same as Regimen I, but tha
therapy should continue for a
total of twelve courses.

The prednisone is given on courses
1,4,7 and 10 only,
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Regimen III: Consists of six months of chemo-
therapy, as outlined in Regimen
I, plus radiation therapy.

Regimen 1IV: Is the same chemotherapy as out-
lined in Regimen I, to be
given for three course, after
which radiation therapy will be
administered. Four weeks after
the completion of radiatiom,
anather three courses of chemo-
therapy will be administered.

The radiation therapy will comsist of 2500 rads
to be given in 4 weeks to areas of gross disease
known to exist prior to the start of chemotherapy.

All patients will be placed on maintenance therapy
which will consist of:

Chlorambucil 6 mg/m2 given daily
for a total of 3 years, or until
progressive disease,

Addendum #1 dated 17 March 1978 states that chlorambucil maintenance
therapy be shortened,

Addendum #2 dated 1 September 1978 states that after all disease param-
eters that were abnormal at the time of protocol entry for chlorambucil
malntenance must be carefully reassessed. 1f all parameters are normal,
the patient should be followed with no further therapy until disease
progression. The same is indicated for new patients entered on induction
and all other patients presently on induction therapy.

Progress and Results: WRAMC has entered 8 patients. Four are in complete

remission at 176 to 768 days. Omne had a partial -
ramission on day 258 and subsequently expired and

a second had a partial remission on day 355 and
currently is not evaluable due to inadequate follow-
up. One patient has failed therapy and one is too
early for evaluation,

Conclusions: Survival estimates are too early to establish trends.

Coded regimen Q is showing a very early trend of
superiority with respect to complete response frequency.

Side Effects/Complications: No unusual/unexpected side effects were

encountered.

Funds Ltilized IY 79/Requested FY 80: See Introductory Remarks to

Annual Progress Report.
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’ T Work Unit No.: 1538

j Title of Project: CALGB Protocol 7552, Add #6: Combination Chemo-
therapy and Immunotherapy for Previously Treated:
Stage III and IV Hodgkin's Disease.

TR
:

Investigators:

Principal: Johannes Blom, M.D.

Objectives: 1. ‘To compare remission rates and the remission duration
of two, four drug chemotherapy regimens employing
completely different agents in previously treated
patients with Stage IV Hodgkin's Disease.

2. To compare the response rates and remission durations
of the repetitive use of the four drug combination
regimens with alternating cycles of the two entirely
different regimens, thus exposing the patient to
eight drugs.

3. To compare the efficacy of chemotherapy and chemo-
immunotherapy with respect to respouse rates,
remission duratisms, and toxicity.

e
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o 4, To assess immunological tests of delayed MER hyper-
- sensitivity as prognostic indices, and to compare
the effects of different combined chemotherapies and
of immunotherapy upon them.

Technical Approach: Regimen IA or CCNU 75 mg/m2 p.o. on day 1
Regimen IB plus
Vinblastine 4 xng/m2 I.V. on
days 1 and 8 plus
Procarbazine 100 mg/m“ p.o.
on days 1l-14 plug
Prednisone 40 mg/m“ p.o. on
days 1-14,

Prednisone is included in courses 1,4,7 and
10 only.

Patients randomized to Regimen IA will re-
ceive in addition to this chemotherapy,
immunotherapy with MER 200 ug intradermally
in each of 5 sites, to be administered on
the first day of each course.

Patients randomized to Regimen IB will re-
ceive chemotherapy only.
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or Regimen IIB

or Regimen IIIB

-

Bleorycin 5 u/m? I.V. on
days' 1 and 8 .plug
Adriamycin 50 mg/wm? I.V.
on day-l (max2 total
dose 550 mg/a“) pl%s
Vincristine 1.4 mg/m
I.V. on days 1 and 8 plus
Streptozotocin 1500 ag/m
I.V. on days 1 and 8.

Regimen IIA

After each 2 week treatment period, there will

be a 2 week rest period. Patient will receive
a total of 12 courses,

Patients randomized to Regimen IIA will receive
in addition to this chemoptherapy, immuno=-
therapy with MER 200 ug intradermally in each
of 5 sites, to be administered on the first day
of each course,

Patients randomized to Regimen IIB will re~
ceive Regimen II chemotherapy ouly.

Will counsist of 12 courses
of induction therapy.
Each course will consist
of 2 weeks of chemotherapy,
and a course will be given
q 4 weeks,

Regimen IITA

Regimen III will be alternated courses of
Regimen I and Regimen II chemotherapy.

Patients randomized to Regimen IIIA will re-
ceive in addition to this chemotherapy, immuno-
therapy with MER 200 ug intradermally in each
of 5 sites, to be administered on the first

day of each course,

Patients randomized to Regimen IIIB will re-
ceive Regimen III chemotherapy only.

Maintenance Therapy: At the end of 12 courses
of induczion therapy,
all patients who are in
complete or partial re=
mission status will
receive: Chlorambucil
6 mg/mz/day




Addendum #1 dated 21 April 1976 changes patient eligibility to re-
gardless of stage patients may be entered provided other criteria
for protocol study are met.

Addendum #2 dated 22 October 1976 decreased the dose of streptozotocin.
Addendum #3 dated 15 July 1977 adds follow-up evaluation reassessments.

Addendum #4 dated 17 March 1978 shortens the chlorambucil maintenance
therapy time frame.

Addendum #5 dated 1 September 1978 states for patients currently

on maintenance and induction chlorambucil therapy, a reassessment of
their abnormal disease paramenters must be obtained and if all parameters
are normal after the assessment that patient should be followed with no
further therapy until disease progression.

Addendunm #6 dated 10 February 1979 changes MER randomization which was
discontinued and for treatment during induction (all patients currently
recéiving MER will continue to receive the agent for the twelve month
period). For Maintenance therapy - after the twelve month administration
of MER during the Induction Phase no further immunotherapy will be given.

Progress and Results: WRAMC entered 5 patients, one of whom was dis-
qualified because he refused MER five out of

nine courses. Four achieved complete remissions.
One developed AML and began induction chemo-
therapy on day 360 and 1s now off protocol; one
is now off protocol since he stopped chlorambucil
at 1 1/2 years of maintenance due to increasing -
restrictive pulmonary disease, At that time he
had no evidence of disease at day 1045.

Conclusions: Addendum #5 discontinued the MER randomization since MER
failed to show any advantage with respect to complete
response or survival. The three chemotherapy programs
continue to be tested. The survival of patients who have
had prior radiotherapy (median not yet reached) is
superior to those who have had prior chemotherapy (no
MER 21,8 months, MER 10.9 months).

Side Effects/Complications: No unusual/unexpected side effects were
encountered,

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to
Annual Progress Report,

P

N T T
R

e b ST gt e e e




)

e

‘ 2
"

- e e s A e N . B 3

Interim

ons:

e
-
ES

ublicat

2

Tvoe of Renort

LR A warwtmas awn woawo o see s - e W e waemare s
S N . N N . . i o . .
R C AL .MW\M«WVJ.;&‘. SEER AL I T S e senaid 2 ] . I - .. R
SR S Gt 2 R oot Sy Sl dnd g e | us S g, T SRS N . -
& & iz & Y * 4 Rt e Fi B G o e N X el 3 4, : e TP - S ean ooy P . + o e, " .
%, 2 ol S OB EeS 3 A TR dr gl op s s Bk L3 310 20 R e e oy




2 O &
5 5+, .4 e R -

Work Unit No.: 1539

", 2

Title of Project: CALGB Protocol 7541: Combination Chemotherapy and
Immunotherapy in Previously Untreated Stage III and
IV Neuroblastoma. A Phase III Study.

R ey

Investigators:

Principal: Johannes Blom, M.D.

Objectives: 1. To evaluate the role of triple drug (Vincristine,
Cyclophosphamide, and Adriamycin) combination chemo- -
therapy in previously untreated Stage III and IV
neuroblastoma.

2. To evaluate. the immunological responsiveness of
patients with disseminated neuroblastoma, both prior
to and during therapy.

3. To evaluate the role of an agent (MER) thought capable
of stimulating immunological responsiveness both in
terms of the patient's immunological reactivity (to
skin tests) and in terms of possible contribution to
prolongation of median survival, (

Technical Approach:

Regimen I Vincristine 1.5 mg/m2 I.V. on days 1,8,29,36,57,64,
85,92 and for a similar schedule (two weeks out
of every four) for a total of one year plus

Cyclophosphamide 500 mg/m2 on days 1, 57 and every
two months thereafter for one year, and 1,000 mg/m2
on days 29,85 and every two months thereafter for 3
one year plus

Adriamycin 25 mg/mzlday x 3 L.V, beginning on days
1, 57 and every two months thereafter,

Regimen II Vincristine 1.5 mg/m? I.V. on days 1,8,29,36,57,64,

35,92 and for a similar schedule (two weeks out
of every four) for a total of one year plus

Cyclophosphamide 500 mg/m  on days 1,57 and every 9
two months thereafter for one year, and 1,000 mg/m
on days 29,85 and every two months thereafter for
one year plus 2

Adriamycin 25 mg/m“/day x 3 I.V. beginning on days
1,57 and every two months thereafter plus

MER 200 ug in each of 5 sites (total 1 mg) intra-
dermally on days 8,36,64 and q 4th week thereafter,
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Treatment Procedure:
1. Laparotomy and tumor resection will be performed as aporopriata.

2, DPatients with Stage III disease will have scheduled radiotherapy
beginning 5 weeks after the first course of chemotherapy, pro-
viding hematologic thresholds are satisfied.

3. Patients with Stage IV disease will have radiotherapy used
electively, beginning 5 weeks aftaer the first dose of chemotherapy,
providing hematologic threshold are satisfied, unless emérgency
indicated appearance beforehand. The radiation therapy will
be given in 180-200 rad fractions at a rate of one fractiom per
day for a total schedule of five fractions per week.

Progress and Results: Five patients have been entered at WRAMC., One

patient was ineligible because of prior treatment.
Two patients have expired on day 89 and day 700.
Follow-up is pending on the other two.

Conclusions: Both regimens demonstrate responses. It is too early for

any comparisoun.,

Side Effacts/Complications: Skin reactions to MER immunotherapy.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to

Annual Progress Report.,

Publications: None

Type of Report: Interinm
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Work Unit No.:

Title of Project:

Principal:

Assoclate:

Objectives: 1.

Investigators:

1541

CALGB Protocol 7542: Protocol for the Treatment of
Non~Hodgkin's Lymphomas in Children. Methotrexate,
Vincristine, Dexamethasone, Cyclophosphamide, 6~Mer-
captopurine plus radiation therapy to involved areas.
A Phase III Study.

Johannes Blom, M.D.

Frederick B. Ruymann, M.D., LTC, MC

2.

3.

To develop a combined radiotherapy/chemotherapy
regimen which will increase the survival and cure
rate in children with non-Hodgkin's lymphoma not
previously treated,

To determine the efficacy of the addition of daily
oral 6-MP and weekly oral MIX to standary lymphoma-
type maintenance with high dose intermittent Cyclo-
phosphamide and Vincristine-steriod reinforcements
in Stage I, II and III disease,

To test tge efficacy of high dose Methotrexate
(500 mg/m“) in a maintenance program for patients
with Stage IV disease.

Technical Approach: Stages I, II and III Induction Treatment will

consist of:

Vincristine 2 mg/m2 I.V. x 4 doses given on
days 1,8,15 and 22 _plus

Dexamethasone 6 mg/m“ p.o. daily x & weeks
and then taper plus

Methotrexate 12 mg/m2 IT given on days 1,8,
15 and 22

Radiation therapy will begin on day 15.

Maintenance:

Regimen I: Cyclophosphamide 500 mg/m? I.V.
push x 1 beginning on day 36 of
study and q 4 wegks thereafter plus
Vincristine 2 mg/m® I.V. push x 1
beginning on day 36 and q 4 weeks
thereafter plus
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(:;) el wE wug e lvm Ywe ) Dékamethasone 6 mg/m .50 daily x
e B e PP TN 1.,J days q 4 weéeks beclnnlng on .~
v lwerzioat e oo -, - day 64-of .study plys . he :
Cm e e T %éthotrexate 15 mg/m® p.o. once. R
T mer T »‘weekly plui N L

6-MP 75 mg/m* p.o. daily. , i ;;‘

Regimen II: . cyélopho§gp§gi&é‘lqgo ‘mg/m2 1.V, S

push x 1 beginning on day 36 and o
-q 4 weeks~therea§ter plus.

Tinéristine 2 mg/m’ I.V. push x 1
beginning on day 36 and q 4 weeks
thereafter plus

Dexamethasone 6 mg/m* p.o. daily x
7 days q 4 weeks beginning on :
day 64.

e A B i A e SRS

Treatment of Stage IV Disease = Induction

All Stage IV patients will receive the same
therapy consisting of:

Vincristine 2 mg/m2/week I.V. x
4 doses given on days 1,8,15 & 22
plus
E ~ Dexamethasone 6 mg/m? p.o. daily
(”} x 4 weeks and :henztaper plus 8
g Methotrexate 12 mg/m“ IT given on
days 1,8,15 and 22
Radiation therapy will begin on
day 15.

Intensification: !

Regimen III‘ Vincristine 2 mg/mzlweek I.V. x 3 1
doses given on days 36,57 and 78 i
of study plus :

Dexamethasone 6 mg/m2 p.o. daily x
1 week beginning on days 57 and
78 plus
Methotrexate 12. mg/m IT given on
< days 36,37 and 78. 1T MIX should
. be given between 1/2 and 2 hours
after SCart of the high dose MIX
(500 mg/=2) plus )

Methotrexate 500 mg/m® 1/3 I.V. push
and 2/3 I.V., drip over 24 hours
given on days 26,57 and 78 plus

PRPSRRNEN

i3

&

e

%

1

5N
¥

VYR
|




e e R e R I T B T
3 ety AR 2 2y
A z " )

Leucovorin twenty~four hours after ’ i;
‘completion of each coutse. of MIX
(500 mg/mz), leucovorin will be
given at 12 mg/m? I.V. or IM once
‘- only as "rescue"

Maintenance therapy will begin on.day 85 after the
completion of the Intensification

Regimen- IV: Cyclophosphamide 500 mg/m2 I.V. push
) x 1 beginning on day 36 of study .
and q 4 weeks thsreafter plus
Vincristine 2 mg/m® I.V, push x 1

?ﬁ} ; ‘beginning on day 36 and q 4 weeks
3

SE A ~ thereafter plus 2

igi Dexamethasone 6 mg/m® p.o. daily x 7
. 3 days q 4 weeks beginning on day 64
s plus

= Methotrexate 15 mg/m? p.o. once weekly
e plus

6-MP 75 mg/n? p.o. dailg plus
IT Methotrexate 12 mg/m“ given on days
36,43 and 50,

365
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The radiation dose is 3500 rads in 3-1/2 to 4 weeks
‘ . given in 180 to 200 rad fractions., (
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Progress and Results: WRAMC entered 3‘patients. The one patient with
a complete remission maintained at day 572 at
last report has had no further follow-up. The

other two patients have died.

Conclusions: CALGB status unknown. Recommend this protocol be discon-
tinued at WRAMC.

Side Effects/Complications: No unusual/unexpected side effects were
encountered.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to
Annual Progress Report.

Publications: None

2 T.0e of Report: Interim
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Work Unit No.: 1542

3
(ww Technical Approach:

Regimen I Adriamyein 20 mg/m? daily x 3 days I.V. to be re-
peated q 4 weeks for 6 courses, The treatment
will begin no sooner that 4 days and not later than

4 weeks following operationm. i

i

f .- ,

§ Title of Project: 'CALGB Protocol 7583 ~ Add #1: Adjuvant Chemotherapy
, ! in Osteogenic Satcoma, Adriamycin vs Sequential X
i o Adriamycin, High Dose Methotréxate--Citrovorum !
3 f Factor vs Sequential Adriamycin=-Cyclophosphamide. i
Af: § Investigators:
B i
%“ : Principal: Johannes Blom, M.D.
i%% b Assoc’ate: Frederick B. Ruymann, M.D., LIC, MC
?i% Objectives: 1, To determine the relative duration of disease-free i
P interval and survival for patients treated with six
b courses of adriamycin alone, or sequential adriamycin
. and high dose methotrexate, followed with citrovorum ,
§* factor rescue, or sequential adriamycin and high dose ' \
P cyclonhosphamide after radical operation of either ‘
%ﬁ 3 primary lesion, or complete resection of pulmonary i
;2* metastasis or osteogenic sarcoma. !
b i
S 2. To determine the patient's tolerance to these i
B ; different therapeutic regimens. ;
SUSSEE ,
e '

Regimen II Day 1-3, adriamycin 30 mg/m2 £.V. daily
Day 28-30, adriamycin 30 mg/m“ I.V. daily
Day 56, high dose methotrexate 200 mg/kg body weight i
I.V. infusion for 6 hours. Two hours after com~ ;
pletion of the high dose MTX infusion, administer
citrovorum factor 12 mg IM q 6 hours for 12 doses. ‘
Day 77, high dose methotrexate 200 mg/kg I.V. in- ;
fusion for 6 hours, Two hours after completion '
of infusion, administer citrovorum factor 12 mg IM
q 6 hours for 12 doses.
Day 195, repeat the above adriamycin, high dose MIX
plus citrovorum factor sequence at the same dose
and interval for a total of 6 courses for each
agent,
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Regimen ITI  Day 1-3, adriamyein 30 mg/m? I.V. daily
Day- 28-30, adriamycin 30 mg/m” I.V. .daily R
i ' Day 56, cyclophosphamide 25 mg/kg I.V. every ~ 7
other day for 5-doses, over..a l0=-day period o
‘ .. Day 98,. repeat the.. above adriamycin, cycléﬁ'“' T
phogphamide sequence for a. total of 6 courses
for adriamycin and 3. course for,cyclophosphanide.

Addendum #1 dated 10 June 1977 closes Regimen“ III to patient entry. .

Progress and Results: WRAMC entered seven patients. TIreatment had to

\ be stopped in one patient on day 73 because of

i toxicity. Three relapses: have been noted on

days 134, 563 and 448 respectively, One patient
is free of disease at 534 days. Follow=up is

' pending on the other two patients,

Conclusions: Adriamycin appears equivalent, if not superior to high
; dose methotrexate as employed.

Side Effects/Complications: Side effects noted were mucositis and renal
dysfunction.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to
Annual Progress Report.

Publications: None (“

Type of Report: Interim
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Work.Unit Mo.:. 1543

ALGB Protocol 7651 - add #3: A Phase IIT Study.
Combination Chemotherapy of Stage III and IV
.Lymphocytic Lymphoma, (Lymphosarcoma) in Adults
with or without Radiotherapy Conmsolidationm,
Inducdtion: Videristine, Streptonigrin, Prednisone
Maintenance: Cyélophosphamide.

Titla of Project:

Investigators:

Principal: Johannes 3lom, M.D.

Objectives: l. To confirm the improvement of remission induction in

advanced lymphocytic lymphoma by adding streptonigrin
to vincristine and predaisone in this phase.

2. To explore the therapeutic potential of radiation
therapy in advanced lymphocytic lymphoma following
an initial remission induction with combination
chemotherapy by comparing ldentical chemotherapy
maintenance arms, one of which adds radiotherapy
to initially involved areas.

Technical Aooroach:

(M- Induction Vincristine 1 mg/m2 I.V. on days 1,8,15,22,29

and 36 plus

Streptonigrin 1 mg/m p.o. spaced over 1 hr on
days 1,8,15,22,22 and 36 plus

Prednisone 40 mg/m® p,o, daily in one dose for
42 days, then tapered by halving the dose q
2 days until the patient is receiving 5 ng/m2 /day
after 3 days of which it should be stopped.

» Consclidation and lfaintenance Regimens for Patients Who Have Obtained
at least a Partial Remission,

Regimen I: Maintenance should begig iwmediately with:
Cyclophocphamide l.,gm/m® I.V. plus
Vincristine 1 mg/m_ (max., 2 mg) I.V, plus’
Prednisone 40 mg/m2 p.o. daily (in one dose)
x 7 days.

Patients will receive an interim consolidation
phase with chemotnerapy and radiotherapy to the
areas initially involved zc¢ the time of entry
to the study, to be followed by maintenance

Regimen II:

B e e——




chemotherapy. The. map of diseasé distribution. - -
prepared on entry will be used to define the . _
sites of radiotherapy. . - wemes e

g

‘Radiation therapy will be given in a dose of
’3500 “to 4000 rads in 4 weeks to the sites of
involvement. The. aaily ‘doge will vary from
180" t6 200 rads.

Addendum #1 dated 22 October 1976 changes patient selectionm and- -
eligibility and preliminary requirements for induction phase and
randomization for maintenance Phase II regimens.

Addendum #2 dated 23 March 1978 states noted toxicity from radiation -
bath of abdomen with reinforcement vincristine with results of radiation:
hepatitis at decses under 1500 rads with this combined treatment.
Addendum #3 dated 26 June 1979 mandates restaging of patients with
completion of 3 years of maintenance chemotherapy. After restaging, if
patient continues in complete-remission, all maintenance chemotherapy
will be discontinued and patient will be followed untreated on study.
However, if after restaging, patient shows evidence of disease in areas
previously established by biopsy to be normal, patient should be removed
from study as relapsed. If patient shows areas of not previously noted
disease patient will be considered a partial responser. <:

Progress and Regults: WRAMC entered a total of 17 patients. To date

5 patients have achieve a complete remission

and 4 patients remain in complete remission

at 125 to 933 days. One patient relapsed after

9 months in remission; 5 patients have achieved

a partial remission at 78 to 1181 days; 4 patients
have failed therapy. Three patients have been
disqualified. )

Conclusions: An addendum amended the protocol to omit vincristine during

the course of abdominal radiation, since three or possibly
more patients developed radiation hepatitis at doses under
1500 rads with this combined treatment. Although P con-
solidation is favored at this time, it is too early for
any meaningful statistical test of significance because of
the small number of deaths,

Side Effects/Complications: No unusual/unexpected side effects were

encountered at WRAMC.
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Work Unit No.: 1564 L . T

Title of Project: CALGB Protocol 7652 ~ Add #2: A Phase III. Study. -
_Combination Chemotherapy of Stage 111 and IV
Histiocytic Lymphoma (Reticulum-.€ell Sarcoma) in -
Adults with or without Radiotherapy or Adriamyein
Consolidation. Induction: Vincristine, Strepto-
nigrin, Prednisone Consolidation: Adriamycin
Maintenance: Cyclophosphamide,

Investigators:

Principal Johannes Blom, M.D.

Objectives: 1. To confirm the improvement of remission induction
in advanced histiocytic lymphoma by adding strepto-
nigrin to vincristine and prednisone in this phase.

2. To explore the therapeutic potential of radiation
therapy in advanced histiocytic lymphoma following
initial remission induction with combination
chemotherapy,

3. To evaluate the benefits of a consolidation phase
with adriamycin,

Technical Approach: The induction program for 8ll patiencs will

consist of:

Vincristine 1.mg/m2 I.V. on days 1,8,
15,22,29 and 36 plus

Streptonigrin 1 mg/m“ p.o. spaced
over 1 hr on days 1,8,15,22,29 and
36 plus

Prednisone 40 mg/m p.o. daily in one
dose for 42 days, then tapered by
halving the dose q 2 days uﬂtil the
patient is receiving 5 mg/m® per day,
after 3 days of which it should be
stopped.,

Consolidation and Maintenance will be begun on all
patientswhohave obtained at least a partial re-
mission after 6 weeks of inductionm.
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Regimen I: o Patients :are bagun: ouvmaxnzanancem
- ! ! lchemocherapy 1mmediately cousisting
“of: -

~
o

Cyclophosphamzde 1 gm/m I.V., plus
"Vincristine -1 mg/m% plus .
Prednzsone 40 mg/m p 0. daily for .
7 days.
The first 4 courses are to be given at 3 week intervals, after the ..
fourth course continued every 4 weeks

Y]

Regimen II: ‘Patients will receive consol;dacion
phase with 3 courses of adriamycin, -
vineristine and pradnisone after com~
pletion of the 6 week induction phase.
Consolidation phase congists of:

Adriamyein 60 mg/m2 I.V. ¢ 3 weeks x 3 -
plus . ‘
: . Vincristine 1 mg/m? I.V. q 3 weeks x 3
s plus
: Prednisone 40 mg/m /day p.o. x 7 days
q 3 weeks,

e

(ﬂ: Maintenance phase is to be started 3 weeks after the last consoli- '
dation course, and will consist of:

P A Wb Soa s

A

N falty

Cyclophosphamide, vincristine and: *
prednisone g 4 weeks, as outlined
under Regimen I,
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Regimen III: The patient is to rcceive an interinm
consolidation phase with chemotherapy

, . and radiotherapy to the areas initially

: involved at the time of entry into the

study, to be followed by maintenance

.
A
H
5
ot
Es
ks
i
i
S
%
&
d
oy
e
o

checotherapy. .
The radiotherapy shall be delivered to all areas with known initial
involvement which were greater than 2 cm in diameter at time of entry
into study., If the total aggregate field area is under 300 sq ¢z
the dose will be 4000 rads in &4-5 weeks, If the fields required
5 measure greater than 300 sq cn, the dose will be 3000 rads in 4=5
§~ weeks, This dose will be delivered in 180-200 rad fractions daily.
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Addendum #1:dated 16 Novembex 1976 thade two changes in Patient °
Selection;and Eligibility (initial worknup) and stated that patients
with mixed histiocytic lympliocytic lymphoma are not eligible for this
protocol. Under the Induction Phase of chemotherapy patients are
randomized to receive radiotherapy with chemotherapy, radiotherapy
forms must be obtained and' forwarded to main office at the time of entry.
All staging procedures must be listed and results posted on flow sheets,
Under Phase II Consolidation and Maintenance, randomization was added.

Addendum 2 dated 16 October 1978 staces that patients on uaintenance
chemotherapy for two years or over must be reassessed and after reassess—
ment, if no disease is noted patient will be followed without further
chemotherapy. I1f any disease is. documented patient will be taken off
study and considered treatment failure.

Progress and Results: A This study was closed to entry of new patients

16 June 1977, Three patients were previously
entered at WRAMC; one remains in complete re-
missfon at 1370 days and the other two patients
failed therapy.

Conclusions: Therapeutic regimens on chis protocol are inferior to

current treatment methods. The study has been closed.

Side Effecgs/Complications: No unusual/unexpected side effects were

encountered.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to

Annual Progress Report.

Publications: Nene

Type of Report: Interim
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(w) York Unit No.: 1546

Title of Project? CALGB Protocol 7611. Treatment of Prlmary Untreated
Acu:e Lympnocytlc Leukemia in Pacients under 20 Years
with Vincristine (vsc 57674), Prednisonme (NSC 10023),
Methotrexate (NSC 740), L-Asparaginase (NSC 109229)
and 6~Mercaptopurine (NSC 755), plus Cranial Irradi-
ation, A Phase III Study.

Investigators:

Principal: Johannes Blom,M.D.

Associate: Frederick B. Ruymamm, M.D., LTC, MC

N

Objectives: 1. To test whether the substitution of high dose metho-
trexate with leucovorin rescue for cranial irradiation
decreases the frequency of occurzence of CNS leukemia.

2. To test whether remission consolidation with 3 courses
! of high dose methotrexate with leucovorin rescue pro=
i longs complete remission duration.

Technic§1 Approach:

Induction Phase: Vincristine 2 mg/w? I.V. x & on days 1,8,
(m/* 15 and 22 (wmax dgse 2 mg) plus
- Prednisone 40 mg/m“/day p.o. daily x 4

weeks and then tapired over 10 days plus

Methotrexate 12 mg/m® IT x 3 on days 15,22,
29 (max dose 15 mg) plus

L-Asparaginase 1000 iu/kg/day I.V. on days
29-38. .

e oW W
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After conmpletion of the L-Asparaginase treatment, patients will be
randomized between:

owrer TS
S e e

Regimen A - High dose methotrexate 500 mg/m2 over 24 hrs on days

43,64 and 85 plus

Leucovorin 24 hvs after completion of each caurse of
methotrexate at.a 3cse of 12 mg/m plus

Methotrexate 12 mg/m“ IT x 3 doses on days 43,64 and
85 plus

Vincristine 2 mg/m I.V. on day.78 plus

Prednisone 40 mg/m2 p.o. daily x 7 days beginning on :
day 78. ) X
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Regimen B -~ Mbthotrexate 12 mg/m IT x 3 on.days 43 50 and .57
) (max dose of IT MIX lS mg) plus A
Cranial Irradidtion 2400 rads over a period of 16
days beginning on day 43
Upon completion of this so-called saﬁctuaxy phase of treatment ,
patient will be place on:

Maintenance Phase: 6-Mercaptopurine 90 mg/mzlday p.o. plus

Methotrexate 15 mg/m?/week p.o. on the first
day of each week plus

Reinduction courses of vincristine plus pred-
nisone at 6,12,16,20 and 24 weeks.
Beginning 28 weeks after L-Asparaginase,.
two doses of vincristine, oné week apart and
14 days of prednisone will be given q 12
weeks until relapse.

Progress and Results: WRAMC entered 7 patients. One patient went
off study on day 42 because local physician re-
fused to give maintenance therapy. Six achieved
complete remission. Two have since relapsed
between day 87 and day 219. Four remain in
complete remission between day 78 through day
373.

CALGB has entered 491 patients. 90% have attained
complete remissions. Greater than 70% remain

in complete remission at three years. There is
no difference in the remission duration between
the two types of CNS prophylaxis.

Conclusions: The overall rate of complete remission and duration of
remission appear at least comparable to other studies.
It is too early to see any difference in disease free
survival between CNS prophylactic regimens,

Side Effects/Complications: High dose methotrexate produced more
severe mucositis.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to
Annual Progress Report.

Publications: None

Type of Report: Interim-Study was closed to entry of new patients
on 16 July 1979,
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Work Unit No.: 1547

Ticle of Project: CALGB Protocol 7682 Add #l: Combinatica Chemotherapy
or Chemoimmunotherapy for Metastatic Recurreat or
Inoperable Carcinoma of the Breast. Three Treatment
Regimens: Cyclophosphamide, Adriamycin, 5-Fluorour=-
acil vs Cyclophosphamide, Adriamycin, 5~Fluorouracil,
Vincristine, Prednisone vs Cyclophosphamide, Metho=-
trexate, S-Fluorouracil, All with or without MER.
A Phase III Study.

Invegtigators:

Principal: Johannes Blom, M.D. :

Objectives: 1. To compare the remission induction frequency and dura- i
tion of the CAF and the CMF combination individually i
with the five-drug corbination, CAFVP, which appears to :
be the best combination program in CALGB study 7482,

2, To test whether the addition of MER to each of the
three combinations increases the remission induction
frequency or prolongs the remisgion duration, or both.

3. To determine whether MER alters the tolerance of

L normal tissues to these combination chemotherapeutic
programs.

4, To establish the initial immunocompetence of patients
with metastatic breast cancer as determined by skin
testing; to assess whether the administration of MER
alters that initial status, and to test whether any
such changes are associated with a prolongation of
disease control.

5. To determine the influence of metastatic disease
patterns at time of first recurrence following
mastectomy and at onset of protocol upon the remission
induction frequency and razmission duratiom,

Technical Aoprecach: Prior to randomization for treatment, patients will
be stratified according to dominance of metastatic <
area, visceral osseous soft tissue witich develop
either less than one year from diagnosis or equal
to or greater than one year from diagnosis,
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. Regimen IA: - Cyclophosphamide loozmg/m /day pio. days 1-14 plus
Methotrexate 40 mg/m” I.V. days 1 and 8; foF
patients 7 60 years BQ mg/m 1.V, days 1 and &
5-Fluorouracil 500 ug/m® I V.,days ‘LTand 8

This cycle to be repeated q 23 days.

Regimen IB Same as Regimen IA plus MER.

Regimen IIA Cyclophosphamide 180 mg/mz/day p.o. days 1-14 plus
Adriamycin 25 mg/m¢ I.V, days 1 and 8 to a total

dose of 450 tng/m2 plu .
S5-Fluorouracil 500 mg/m2 I.V. days 1 and 8.

This cycle to be repeated q 28 days.

P R

Regimen I1B Same as Regimen IIA plus MER.

Regimen IIIA Cyclophosphamide 190 mg/m2 p.o. days 1-14 plus
Adriamycin 25 mg/m_ I.V. days 1 and 8 to a total
dose of 450 mg/m2 plui
S-Fluorouracil S00 mg/m“ I.V. days 1 and 8 plus
Vincristine 1.0 mg/m“ I.V. days 1 and 8 with
max dose of 2 mgzplus
Prednisone 40 mg/u®/day p.o. days 1-14 (

This cycle to be repeated q 28 days.
Regimen IIIB Same as Regimen IXIA plus MER.

Addendum #1 dated 23 February 1978 changes randomization of patients
with pleural metastases to visceral metastases rather than soft tissue.

Progress and Results: WRAMC has entered 10 patients on ztudy. One had
progressive disease on day 179; one on day 2863 °
one on day 136; one on day 732 and one on day
177. Two patients have expired, one at day 130
and one at day 485. One patient had a partial
response at day 151 and two patients have complete
remissions at 110 and 993 days.

Conclusions: Due to a decrease in survival among those patients re-
ceiving MER, randomization to MER was discontinued as
of 28 October 1978, Recommendation to general member-
ship by CALGE Breast Committee was to discontinue MER,

Groupwide there is presently no difference in survival
by coded chemotherapy (as of 1 June 1979),
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U Side Effscts/Complications: Mo unusual/unexpected side effects were
ancounterad at WRAMC.

i Funds Utilized FY.79/Requested FY 80: See Inctroductory Remarks to
Annual Progress Report.

Publicationé: None

Type of Report: Interim
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Work Unit No.: 1548 - R R S P
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Title of Project: CALGB Protocol 7681 Add #1: Investigation of the
Effects of Adriamycin with, and without‘added MER<... o
in Soft Tissue Sarcomas. A Phase III Study.

-~

Investigators: ’ P

Principal: Johannes Blom, M.D.

Objectives: 1. To compare the effectiveness of adriamycin alone and
adriamycin together with MER in the induction of
remission in inoperable soft tissue sarcomas.

2. To compare the effectiveness of single monthly doses
and three consecutive daily doses/month of adriamycin.

3. To determine whether the addition of MER to adriamycin
treatment affects the duration of remission in patients
with inoperable soft tissue sarcomas.

Technical Approach:

Regimen IA Adriamycin 75 Qg,mz I.V. q 4 weeks to a max dose
of 550 mg/m". .

.

Regimen IB Adriamycin plus MER 1 mg intrzcutaneously on days
1 and 8 to be repeated q 4 weeks,

Regimen IIA Adriamycin 25 mg/m2 on days 1,2 and 3, to be re-
peated q 4 weeks to a max dose of 550 mg/m2,

Regimen IIB Adriamycin plus MER 1 mg intracutaneously on
days 1 and 8 q 4 weeks.

Patients who are in a remission or who have no evidence of
progressive disease and who have received the max dose of 550 mg/m2
of adriamycin will be placed_on cyclophosphamide 750 mg/m- day

1 only, vincristine 1.5 mg/m2 I.V. daily day 1 and weekly thereafter
for a total of 8 doses, plus DTIC 250 mg/m“ I,V. days 1-5. Cyclo~
phosphamide and DTIC will be repeated q 4 weeks. Patients who

are on MER should be continued on MER.

Addendum #1 dated 8 November 1977 for all new patients entered onto 7681
they will not receive MER immunotherapy.

v e —r——— <




ey el e Lo

fea!

3

%
:

VSRR A S Ty T A
v N

;

vl : :
7g; i Progress and Results: ad: | R
45 ptogressive d-sease at days 28, 86" and*92 and:~~«‘f’ R

S subsequently expired. Two~patients are los: o ‘
o follow=up at thé present time. ‘ ERTEN -
4 x{ ML . 4 ' .'* - " .
1 . Conclusions: The 257 range of compléte and partial response is the
’T.f ‘ same as that of other cooperative groups employing ‘ -,
; -adriamyein alone or in combination. : ) o o .
Side Effects/Comnlications: Mo unusual/unexpected side effects were
encounterad.,

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to
i Annual Progress Report.

Publications: None

Type of Report: Interim
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Work Unit No.: 1549 .~ ~_ T T

Title of Project: CALGE Protocol 7482:. Combimation Chemotherapy of
Patients with Metastatic, Recurrent or Inoperative
_Carcinoma of the Breast. o - Lo

v - P

This protocol was closed to patient entry.on 1l October 1976. Final
approval was not received on this protocol until 15 February 1977.
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Work Unit No.: 1550 ' S
Title of Project: CALGB Protocol 763l: Resistant Phase of Chzonic
. * .. Granulocytic iLeukgmia: A Study of: ‘Chemo—Imunacheraoy R
s .. 4-Phase IIT Study: .Daunorubicinj: Hydroxyurea, 6=
: Mercaptopurine,.-.Cyclophosphamide, Prednisone, MER.
This protocol.was closed to pa:ie'nt. entry in Novemi:\exh 1977, Vo patients
were entered on the protocol.
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Work Unit No.; 1551

Title of Project: CALGB Protocol ‘7612:Add .#3: :Therapy of Acute
T "7 77 Lymphocytic Leukemiain Adults: - A‘Comparison of

Vincristine, Prednisoné and -L-Asparaginase with
or without Daunorubicin for Induction with Central
Nervous System Prophylaxis with:Radiotherapy-and
Intrathecal Methotrexate and Maintenance with 6~
Mercaptopurine and Methotrexate with or without
Immunotherapy with MER. A Phase IIT Study.

Investigators:
Principal: Johammes Blom,M.D.
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Objectives: 1. To test whether the addition of daunorubicin to
vincristine and prednisone followed by L-Aspara-~
ginase will increase the frequency of complete
remigsion in adults with acute lymphocytic

B R s R
LIRS
G5 g na‘# -

5¥§ leukemia.

ﬁ%ﬁ 2. To test whether the addition of immunotherapy in the

il 7 form of MER to maintenance therapy prolongs remission

I durations. -
il C
ﬁg ! 3. To assess the efficacy of employing CNS prophylaxis

§“~ with intrathecal methotrexate plus cranial irradiation

ie immediately following remission inductiom.

i

Technical Approach:

§ Regimen I Vincristine 2 mg Iév. once weekly x 3 plus
Prednisone 40 mg/m® p.o. daily for 21 days plus
L-Asparaginase 500 iu/kg MV daily for 10 days
beginning on day 22,

Regimen II Vincristine 2 mg Izv. weekly x 3
Prednisone 40 mg/m B.0. daily for 21 days
Daunorubicin 45 mg/m® I.V. daily x 3 days
followed by
L-Asparaginase 500 iu/kg I.V. daily for 10
days staring on day 22
Prednisone will Le tapered over 10 days.

Addendum #1 dated 18 October 1976 corrects the incorrectly listed
dose of vincristine, on the schema.
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Addendum #2 dated 21 July 1377 mandates chat patients.not achieving
an Ml marrow after induction therapy will not be randomized' to. Waifie
tenance therapy but will be given daunorubicin in an attempt to. induce
completa remission and then will be randomized to maintenancn’the*1n

Addendum #3 dated 28 October 1978 wmandates that all patients will re-
ceive chemotherapy provided in Regimen II and not be treated by the
indicated randomization number given on study cards.

Progress and Results:

WRAMC entered 10 patients. Eight attained
complete remission. One patient stopped
therapy on day 41, bégan taking laetrile ..
and relapsed. Six patients have relapsed
from day 141 to day 414. One patient re-
mains in complete remission. One patient
obtained a partial response but has relapsed.
One patient failed to respond and expired

on day 40,

CALGB has entered 91 evaluable patients to
date. 61 (67X) have attained complete
remissions. Evidence at this time indicates
benefit for the group receiving daunorubicin
(Regimen II). 82% complete remissions vs
51% for group not receiving daunorubicin
(Regimen I). Therefore all entries will be
to Regimen II.

Conclusions: Daunorubicin adding to vincristine, prednisone and

L-asparaginase significantly increases the complete
remission rate in adult acute lymphocytic leukemia
from 51% to 827,

Side Effects/Complications: Ne unusual/unexpected side effects

were encountered.

Funds Utilized FY 79/Requested FY 89: See Introductory Remarks

Tyee of Report:

Publications: None

to Annual Progress Report.,

Interim-This study will probably be closed to

entry within the next fiscal year.
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Work Unit No.:, 1552 s L
"’: 5 ‘ N R
i Titlé of -Project: CALGB Protocgl 7632 Add #1%, Chemotherapy in o
}§=' | ' o "Indolent Chronic Lymphocytic Leukemia. A Phase
43 . III Study. (Chlorambucil (Leukeran) NSC 3088). . . -
add ‘ _
j%? Investigators:
T

Principal: Johannes Blom, M.D.

{

: Objectives: 1. To test whether the administration of intermittent
{ chlorambucil in patients with indolent CLL of

i categories 2 and 3 delays. or possibly prevents the
i development of aggressive CLL in comparison to a no
]
H

e gt vy ez

treatment group.

fgcene

2. To test whether the administration of intermittent
chlorambucil prolongs survival with the disease in
comparison to a no treatment group.
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! Technical Approach: Patients will be kept for 12 weeks in an observa-
| tion period. Afterwards they will be randomized
?

I rA R T

R

e wE et

to Regimen I, which is no treatment, or Regimen
IT which is treatment with intermittent chloram- (
bucil 0.5 mg/kg p.v. q 28 days. -

s o

i Addendum #1 dated 5 YNovember 1977 clarifies eligibility requirements.

Progress _and Results: WRAMC has entered two patients. One was ran=-
domized to follow-up alone and is stable on day
93. One is too early for evaluation,

CALGB has entered 27 patients.
Conclusiong: It is too early to make any conclusions.

Side Effects/Complications: No unusual/unexpected side effects were
encountered.

Fund Utilized FY 79/Requested FY 80: See Introductory Remarks to
Annual Progress Report.

Publications: None

Type of Report: Interim-Fifty additional patients must be entered.
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Work.Unit No.: 1554 . .. .- = . .
Title of Project: CiLGB Protocol 7691 (vmmc Add #1): Comparisgn of
o Involved Field ?adiocherapy with Adjuvant MOPP Chemo-
therany and Extended cield Radiotherapy in the ~
Treatment of Stage I and. IT Hodgkin's Disease in °
'Children.

Investigators:

Principél:‘ Johgqnes Blom, M.D.

Objectives: To compare the effectivenegs of IF radiotherapy, IF radio-
therapy followed by MOPP chemotherapy, and EF radiotherapy,
in treating laparotomy confirmeéd Stage I and II Hodgkin's
Disease in children in terms of: a) duration of disease~
free interval following completion of initial therary,

b) the type and extent of disease extensions following
initial therapy, and ¢) survival,

To determine the retrievability of new disease following
primary therapy for each of the three regimens, using
gpecified retrieval plans.

To determine the effect of specific histology on results
of primary and retrieval therapy for each of the three
regimens,

To determine the comparative effects of the three treatment
regimens with respect to:

a) Linear growth, bi-acromial and bi-cristal diameters.

b) Incidence of hypothyroidism and sterility.

¢) Incidence of second malignancies.

d) Complications following staging celiotomy and
splenectomy, immediate and remote, including
fulminating infections.

e) Effectiveness of penicillin prophylaxis in the
prevention of post-splenectomy infectious com-
plications.
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Technical Approach: Initial therapy for all patients will be irradiatiom,
either IF or EF. Therapy must be initiated within
28 days of the staging celiotomy.

Involved regions should be treated to a total basic
tumor dose of 3500-4000 rad at a rate of 850-100¢C
rad tumor dose per week., Additional or "boos:ter"
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‘treatment may be given for; residual disease.
through very limited fields at the same or a
slighcly higher tumor dose rate-for a--totak of
500-1000 rad, provided the tolerance of the normal
tissues is not exceeded. Doses over 4000 rad
delivered in 4 weeks should be avoided in the
spinal cord, gastrointestimal tract and heart.

In patients randomized to receive MOPP therapy,

it is recommended that the lower limit of. the
tumor dose described on préviocus page by employed,
i.e., 35 rad in 20 fractions in 4 weeks,

For extended field radiotherapy, the lower limit
of radiation dose i.e., 3500 rad in 20 fractions
is recommended.

Radiation Dose Modifications for extended field radiotherapy:

Age (Years) Dose

21u 3500 rad in 20 fractions in 4 weeks
6~10 3000 rad in 20 fractions in 4 weeks
L5 2500 rad in 20 fractions in 4 weeks (& ;

Chemotherapy treatment schedule:

Within 4 weeks following the completion af IF radiotherapy,
patients randomized to receive adjuvant chemotherapy will
begin MOPP chemotherapy (6 courses) provided the adequacy
of the hematologic status hag been demostrated by a white
blood count>> 4,000 mn3 and a platelet count’> 100,000 wm3,

M Nitrogen Mustard 6 mg/mz .V, days 1 and 8,
0 Vincristine 1.4 mg/m® 1.V, days 1 and g.
P Procarbazine 50 mg p.o. day 1; 100 mg/m“ p.o.
in 2 gx 3 divided doses, days 2-14.
P Prednisone 40 mg/m“/day p.o. in 3 divided doses,
days 1~14., FIRST AND FOURTH COURSES ONLY.

Subsequent courses and dosage adjustments: Following the initial
MOPP course, subsequent courses will be intitiated on dayg 29,57,
85,113 and 141 provided the white_blood count 1574000 mm’® and
the platelet count is>> 100,000 mm>. If the counts are below
these levels, treatment will be delayed and doses adjusted on

the subsequent course as shown on next page:
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Day 29 WEC»4000 m® , - Proceed with full dose MOPP, | 1 _...¥
platelet >100,000 m i.2. 100Z all drugs. i
29 WBC<3000'mm® _ - Wait 3 days.and repeat blood doumt.

platalet< 100,000 ma’ )

32 WBC4000 mm® , - Proceed with full dose YDPP. .
platelet 2 100,000 mm i.e. 1007 all drugs.

32 WBC<4000 ma3d 3 = Wait 3 or 4 days and repeat blood
platelet£ 150,000 mm count.,

35 or 36 WBC> 3000 m ~ Full dose VCR & Prednisone
platelet 100,000 gm3 25% dose HN, & Procarbazine.

WBC 2;000-3,000 mm> - Full dose VCR & Prednisone
252 dose HN; & Procarbazine.

WBC 1000-2000 > - 50% VCR; no HN; or Procarbazine.
Platelet 50,009-60,000
mm - Full dose VCR & Prednisone
25% HN, and 25% Procarbazine.
450,000 om3 = No therapy.

When patients have first relapse they thay receive another 6 courses
of MOPP chemotherapy.

Addendum #1 (WRAMC) states that prior to WRAMC patient entry all patients
must obtain thyroid function studies (T3, T4, TSH and FSH).

Progress and Results: No patients have been entered on study.

Conclusions: None

Side Effects/Complications: WNo unusual/unexpected side effects were

encountered.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to

Annual Progress Report.

Publications: Vone

Tvoe of Report: Interim
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Work Unit No.: 1555

Title of Project: CALGB Protocol 0702 (Pilot Study).Add #1: Evaluation
of Galactitol 1, 2:5, 6-Dianhydro in the Treatment of
Advanced Carcinoma of the Ling and Melanoma,

Investigators:

Principal: Johannes Blom, M.D.

Objectives: To determine the antitumor effect of galactitol in small
cell, large cell, squamous and adenocarcinoma of the lung
and melanoma.

Technical Approach: Chemotherapy Regimen:

Patients who have received prior cytotoxic chemotherapy will be
required to wait three weeks from the date of the last dose of
chemotherapy before starting on Galactitol.

Galactitol Dosage: 60 mg/m2 as a slow intravenous push q 7 days.

Dose Modifications:

WBC (mm> Platelets (mmgl Dosage (ﬁ ‘
? 4000 > 100,000 ° Full
3-4000 75-100,000 75%
2-3000 50-~75,000 50%
£ 2000 £ 50,000 Wait for counts
to recover

Dose Adjustment: If after four injections of Galactitol the white
blood count does not nadir below 4000 or the
platelet count below 100,0002 the dose of Galactitol
will be increased to 75 mg/m® intravenously each
7 days.

Concomitant Therapy: Concurrent use of steroids, antibiotics or
other treatment modalities to be used as
indicated,

Palliative radiation to be used as indicated,
this does not remove patient from study unless
it is used to control progressive disease or
all the measurable disease.

o ——————— ¢ s 4T




Addendum #1 states that the only patients to be entered on this study-
at WRAMC are parients that are resistant to conventional chematherapys

Progress and Results: WRAMC entered 21 patiefits on study. One patient
has malignant melanoma. This patient had intially
stable disease, then expirad of progressive disease
on day 44, Of the twenty registered lung cancer
patients, 16 had progressive disease ranging irom
day 18 to day 328, and subsequently expired, One
patient expired on day 3 and was considered non-
evaluable. Two patieuts refused treatment on
days 15 and 42 and later expired. One patient
has shown significant response, and remains om
study on day 335 with no evidence of disease,

Conclusions: This protocol was closed to entry of new patients effective
1 June 1979 because of poor response rate (3% overall for
CALGB patients).

Side Effects/Complications: WNo unusual/unexpected side effects were
encountered,

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to
Annual Pregress Report.

(“ Publications: None

Type of Report: Interim
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Work Unit No.: 1556

Title of Project: CALGB Protocol 7721 Add #2: A Comparative Study

of Adriamycin vs Daunorubicin at Two Dose Levels

for Induction and of 4-Week Cycle vs 8-Week Cycle
for Maintenance Chemotherapy in Acute Myélocytic

leukemia by Cancer and Leukemia Group B.

Investigators:
Principal: Johannes Blom, M.,D.

Objectives: A. Induction Phase:

1, To test_whether Daunorubicin at a reduced dose of
30 mg/m2 produces complete remissions with the same
frequenay as Daunorubicin at the gtandard dose of
45 mg/m®, and whether the same duration of remission
and the same survival are produced by both doses.

2. To test whether anotger anthracycline, Adriamycin,
at a dose of 30 mg/m” produces complete remissions
wtih the same frequency gs Daunorubicin at the
standard dose of 45 mg/m“, and whether the same
duration or remission ad the same survival are
produced by both doses.

B. Maintenance Phase:

1, To test whether the duration of remissicn is equiv-
alent in patients receiving maintenance chemotherapy
at 8-week intervals when compared with patients
recelving maintenance q 4 weeks., The comparison will
also be made with respect to survival from onset
of the protocol and from the onset of maintenance.

2, To test whether prolong exposure to anthracyclines
(Daunorubicin and Adriamycin) in maintenance,, as
achieved by the use of reduced doses (30 mg/mz),
increases the duration of remission as comgated to
the standard dose of Daunorubicin (45 mg/m“) given
to the same cumulative total dose.

Technical Approach: Induction Phase Treatment Schedules:

Regimen I Daunorubicin 45 mg/m2/day by rapid I.V. injection
on days 1,2 and 3 plus
Cytosine Arabinoside 100 mg/mzlday by continuous
I.V, infusion on days 1-7
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Regimen II Daunorubicin 30 mg/mzlday by rapid I.V. injection
ou days 1,2 and 3 plus
Cytosine Arabinoside 100 mg/m”/day by continuous
I.V. infusion on days 1l-7

Regimen III Adriamycin 30 mg/m’/day by rapid I.V. injection
on days 1,2 :and 3 plus
Cytosine Arabin031de 100 mg/m2/day by continuous
I.V. infusion on days 1-7

Patients will be placed on maintenance regimens after completion of
induction phase.

Maintenance Phase Treatment Schedules:
Regimen AL Give courses of chemotherapy q 4 weeks

Cytosine Arabinoside 100 mg/m SQ q 12 x 10
(total dose p/course 1000 mg/m“) courses
1-21 plus
Thioguanine 100 mg/m p.o. q 12 hr x 10
(total dose p/course 1000 mg/m“) courses
1,5,9,13,17,19 and 21 plus
Vincristine 2 mg/m2 (max dose 2 mg) I.V.
I.V. on day 1l of each course. Courses
2,4,6,8,10,12,14,16,18 and 20 plus
Prednisone 40 mg/m2 p.o. in 3 divided doses
daily on days 1-5 (max dose 100 mg, total
dose per course$ 500 mg) courses 2,4,6,8,
10,12,14,16,18 and_20 plus
Daunorubicin 45 mg/m2 rapid I.V. injection
on days 1 and 2 of courses 3,7, (11), (15)
If 3 courses of DNR were required for induction, discoantinue after
. 7th course, substitute thioguanine.
If 2 or 3 courses of DNR weve requirad for induction, discontinue
after llth course, substitute thioguanine,
If 1 course of DNR was required for induction, discontinue after
15th course, substitute thioguanire,

Regimen AII: Give courses of chemotherapy q 4 weeks

Cytosine Arabinosie 100 mg/m2 $G q 12 x 10 .
(total dose p/course 1000 mg/m”) courses
1-21 plus
Thioguanine 100 mg/m p.o. q 12 hrs x 10
(total dose p/course 1000 mg/m“) courses
1,5,9,13,17,19 and 21 plus
Vinecristine 2 mg/m“ I.V. on day 1 of each
course (total dose 2 mg) courses 2,4,6,8,
10,12,14,16,18 aand 20 plus
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v Prednisone 40 mg/m .0. in 3 divided doses
daily on days 1-5 (max dose 100 mg, total
dose pfcourse& 500 mg) courses 2,4,6,8,10,
+12,14,16,18 and 20,plus :

Daunorubicin 30 mg/m” .xapid I.V. injection
days 1 and 2 of courses 3,7,11,15 andl9

If 3 courses of DNR were required for induction, discontinue after
19th course and substitute with thioguanine.

If 2 or 3 courses of DNR were required for induction, discontinue
after 23rd course and substitute with thioguanine,

If 1 course of -DNR was required for induction, 'discontinue after
27th course and substitute with thioguanine.

Regimen AIII Give courses of chemotherapy q 4 weeks

Cytosine Arabinoside 100 mg/m2 S¢ q 12 x 10
(total dose p/course 1000 mg/m”) courses
1-2) plus

Thioguanine 100 ng/m? p.o. q 12 hrs x 10
(total dose p/course 1000 mg/m“) courses
1,5,9,13,17,19 agd 21 plus

Vineristine 2 mg/m® I.V, on day 1 of each
course (max dose 2 mg) courses 2,4,6,8,10, (
12,14,16,18 and 20 plus

Prednisone 40 mg/m” p.o. in 3 divided doses
daily on days 1-5 (max dose 100 mg, total
dose p/course & 590 mg) plus

Adriamycin 30 mg/m‘ rapid I.V. injections
days 1 and 2 of courses 3,7,11,15 and 19

If 3 courses of ADM were required for induction, discontinue after
19th course and substitute with thioguanine.

If 2 or 3 courses of ADM were required for induction, discontinue
after 23rd course and substitute with thioguanine.

If 1 course of ADM was required for induction, discontinue after
27th course and substitute with thioguanine.

Regimen BI Cytosine Arabinoside 100 mg/m EC q 12 x 10
total dose p/course 1000 mg/m®, courses
(Give chemotherapy 1-21 plus
q 8 weeks) Thioguanine 100 ms/m p.0. q 12 hrs x 10

total dose p/course 100 mg/m“, courses
1,5,9,13,17,19 and 21 plus

Vincristine 2 mg/m? I.V. on day 1 of each
course (max dose 2 mg) courses 2,4,6,8,10,
12,14,16, 18 and 20 plus

e SR A 7 P




SRR

Pl

)

(;;

<

R L A R w@&mwwygywaﬁmggwwﬁ A Ny
- LA . PRl 7
M e Py

Prednisone 40 @g/m% p.o. in 3 divided doses . , .
daily on days 1-3 (max dose 100 &g, total
dose p/course4&500 mg) courses 2,4,6,8,10,
12,14,16,18 and 20.plus

Daunorubicin 45 mg/m“ rapid I.V. injection
days 1 and 2 of courses 3,7,(11), and (15)

NB noted same as Regimen AT

Regimen BII Cytosine Arabinoside 100 mg/m2 Si q 12 x 10
(total dose p/course 1000 mg/m“) courses
(Give chemotherapy 1-21 plus
q 8 weeks) Thioguanine 100 mg/m2 peo. q 12 hrs x 1

(total dose p/course 1000 mg/m“) courses
1,5,9,13,17,19 agd 21 plus
Vineristine 2 mg/m” I.V. on day 1 of each
course (max dose 2 mg) courses 2,4,6,8,10,
12,14,16,18 and 20 plus
Prednisone 40 mg/m2 p.o. in 3 divided doses
daily on days 1-5 (max dose 100 mg) courses
2,4,6,8,10,12,14,16,18 and 20 plus(total dose£ 500 mg)
Daunorubicin 45 mg/m” rapid I.V. injection
days 1 & 2 of courses 3,7,11,15 and 19

NB noted same as Regimen AII

Regimen BIII Cytosine Arabinoside 100 mg/m2 SS q 12 x 10
(total dose p/course 1000 mg/m®) courses
(Give chemotherapy 1-21 plus 2
q 8 weeks) Thioguanine 100 mg/m~ p.o. q 12 Hrs x 10

(total dose p/course 1000 mg/m”) courses
1,5,9,13,17,19 aad 21 plus

Vincristine 2 mg/m“ I.V., on day 1 of each
course (max dose 2 mg), courses 2,4,6,8,10,
12,14,16,18 and 20 plus

Prednisone 40 mg/a” p.o, in 3 divided doses
daily on days 1~5 (max dose 100 mg, total
dote p.coursed 500 mg) courses 2,4,5,8,10,
12,14,16,18 and 20 plus

Adriamycin 30 mg/m® rapid I.V. injection
days 1 and 2 of courses 3,7,11,15 and 19

B noted same as Regimen AITI
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7 amends théjcitééiﬁé arabinoside dosage

Addendum #1 datgd 1 July 197 ! ytosi
ti1 there is no malignant cells, instead .

to read 30 mg/m” q 4 days un
of every day x 4.

Addendum #2 dated 5 November 1977 élarifies eligibility requireuents

v m e e ——
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WRAMC has entered 23 patients. Twelve had no
response and died from day 3 to day 3l..;-Two-,
obtained partial remissions but progresséd and
died om days 210 and 337, Nine patients ob=
tained -a. complete remission. Six remain in

TR ﬂ%ﬁﬁ?&% %w%w@@ 1&gm,';w

remission between day 80 and day 549. One patient

died in remigsion possibly of drug induced
sepsis. One ralapsed; was reinduced and off
study but in remission. One relapsed on day
127 and died on day 4350.

CALGB has entered 452 patients of whom 401

are evaluable. 213 (53%) achieved complete
remission to date, The induction regimens are
still coded but there appears to be no
difference to date.

lemission rates appear comparable to previous studies..
It is too early to evaluate maintenance regimens.

“:

Conclusions:
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Side Effects/Complications: About 40% of patients in the whole

Ty
AR AR S T e S

e o
Radard e

CALGB study, have experienced severe
toxicity secondary to infection during
induction, 20% have had serious bleeding
problems., It is typically difficult to
assign these problems to the underlying
leukemia or to drug treatment.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to

Publications:

Annual Progress Report,

Interim-4A total of 540 patients will be required,
747% of evaluable patients necessary have been
entered, The requlsite number necessary saould
be achieved in one year.

Tyne of Nenort:
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‘Work Unit No.: 1557

Title of Project: CALGB Protocol 0704 (Pilot: Study): A Phase II Trial
of Neocarzihostatin in Carcinoma of the Bladder,
Kidney, Pancreas, Stomach, Uterus, Ovary, Hepatoma,
Acute Leukemia or Malignant Melanoma.

Investigators:

Principal: Johannes Blom, M.D.

Asgociate: M. Robert Cooper, M.D,
Robert L. Comis, M.D. .

bjectives' To evaluate response rate, duration of response and survi-
val of patients with acute leukemia, pancreatic, stomach,
bladder, ovarian, uterine, liver and renal carcinoma, and
malignant melanoma tr.:ated with a new agent, neocarzino-
statin (NCS). To determine the frequency and severity of
different organ system toxicities in patients with advanced
cancer treatment with neocarzinostatin.

Technical Approach:

Patients with acute leukemia (all types) receive the following Q&
treatment H

Neocarzinostatin 2500 u (2.5 mg)/m /day 1.V, bolus over 30
minutes x 5 days, repeated at intervals of 7-10 days if
necessary to obtain a remission (3 courses of 5 days
considered an adequate trial),

All patients with solid tumors of pancreas, liver, stomach, kidney,
bladder, ovary and uterus, and malignant melanoma meeting the
eligibility requirements who have received prior chemotherapy or
or radiotherapy will start at:

1500 u/mZ/day (1.5 mg) x 5 days and, 2250 u/mzlday (2.25mg) x 5
days.

Patients not previously treated with chemotherapy or radiotherapy
will start at: \

2250 u/m%/day (2.25 mg) x 5 days.
Courses will be repeated q 35 days.

Neocarzinostatin will be discontinued if no response is seen after
three courses.

.
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Progress 2nd Results:

Conclusions: With the

S zm‘fgsg;{,n&m-%m&?

gt

Byt e

o7 AT

~r~~<«‘u'

Twelve patients have been entered at WRAMC."
411 have- expired.. Six patients had one ‘course -
of treatment only; 3-had ‘progressive disease,
1 refused further therapy and ‘2 expired after
1 course only. Four patients axpired after

2 courses, 2 with progressive disease, and two
with stable signs of disease. Two patients
died with progressive disease, one after 3
courses and one after 4 couxrses.

excepcion of 2 patients with stabilization

of disease, none of the patients entered at Walter
Reed have regponded to treatment. At the CALGB meet-

ing on 2
vepouted

June 1979, there were 2 partial responses
in 15 patients with hepatoma., It is anti-

cipated that this protocol will be officially closed
at the upcoming CALGB meeting in October.

Side Effects/Complications: No unusual/unexpected side affects were

encountered.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to

Publications: None

Tyna of Report: Final

Annual Progress Report,
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Work Unit No.: 1558 '

Title of Project: CALGB:Protocol 7761 Add #1: A Study to Determine
’ the ‘Effectiveness of-Single vs Multiple Alkylating
Agénts with- or'without Adriamycin in the Primary
Tréatment of Multiple Myeloma.

Investigators:
Principal: Johannes Blom, M.D.

Objectives: 1. To test the hypothesis that three alkylating agents
given sequentially produce:

a. Higher ‘frequency of good. respon e and
b. Longer duration of disease control than
the same alkylating agents given in

combination.

2. To test the hypothesis that addition of adriamycin
to a combination of three alkylating agents:

a. Increases the frequency of good response and
b. Prolongs the duration of disease control,

3. To test the hypothesis that: (
a. The frequency of good response and
b. The duration of disease control are the
same after treatment with intravenous
L-PAM as after treatment with triple
alkylating agents.

4, To compare the duration of remission maintained
with oral L-PAM in patients induced with combin-
ation chemotherapy regimens and with I.V., L-PAM,

. and to compare duration of disease control with
these regimens against historical controls main-
tained on intravenous therapy with triple alkylating
agents.

5. To evaluate psychosocial function in patients with
myeloma before and during treatment and to investi-
gate differences in psychosocial function in patients
receiving different treatment.

6. To determine if new experimental regimens prolong
the survival of patients with multiple myeloma com-
pared to historical controls.
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Technical Approach:
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Regimen‘I

Regimen II

Combination Alkylating Agents plus Prednisone
L-PaM 8 mg/m2 I.V. on day.1

Cyclophosphamide 300 mg/m? I.V. on day 1
BCNU 100 mg/m“ I.V. day 1L

Each cycle - 6 weeks
Repeat for 12 cycleas (72 weeks)

If BUN 1s>30 and creatinine is>1.5 give
1/2 dose.

Prednisone during first 6 weeks only:

0.8 mg/kg p.o. single dose, days l-14
0.4 mg/kg p.o. single dose, days 15-28
0.2 wg/kg p.o. single dose, days 29-42

D/C after day 42
Begin maintenance therapy in 73rd week

Sequential Alkylating Agents plus Prednisone
L-PAM 16 mg/m2 I.V. day 12

Cyclophospham}de 600 mg/m® 1.V, day 22

BCNU 150 mg/m“ I,V, day 43

Each cycle - 12 weeks
Repeat for 6 cycles (72 weeks)

1f BUN is 30 end creatinine is>1.5 give 1/2
dose,

Prednisone during first 6 weeks only (See
Regiwen I)

Begin maintenance therapy in 7?3rd week

T e e o r——r
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Regimen IV

MATINTENANCE THERAPY

Progress and Results:

Total of 20 doses

Coubination Alkylating Agents piu; Adriéﬁyéiﬁ

plus Prednisone

L-PAM 8 mg/m® I.V. )
Cyclophosphamide 300 mg/m° 1.V,
BCNU 100 mg/m© 1.V,

Give chemotherapy for 10 courses on days
1,43,106,148,211,253,316,358,421 and 463, :

Adriamycin 45 mg/m2 I.v.
for & courses on days 85,190,295 & 400

Prednisone (as per Regimen I)

Begin maintenance therapy in 73rd week
I.V, L;PAM plus Prednisone

L-PAM 16 mg/m? 1.V, on days 1,15,29.43 and

71 and q 4 weeks thereafter until day 491
then D/C.

Prednisone as per Regimen I

Begin maintenance therapy in 73rd week

L-PAM 0.05 mg/kg p.d. daily until relapse,
progression of disease or 2 years from day
1 of induction

Addendum #1 dated Z8 October 1978 modifies all chemotherapy dosages
for elevated BUN and elevated creatinine,

WRAMC has entered 6 patients. One died on day
40, Five had measurable response but two have

developed progressive disease on days 431 and
283,

CALGB have entered 231 patients. It is still
early to determine whether one treatment pro-
gram is better, The treatment arms are still
coded and most patients are continuing om study.




Conclusions: Too early

Side Effacts/Complications: The dose modifying addendum dated 28 Oc-

Funds Utilized

tober 1978 was implemented because of
increased hematologic toxicity seen in
these patients with renal failure. Ome
case of possible BCNU pulmonary touicity
was seen at another institution.

FY 79/Requested FY 80: See Introductory Remarks to

Publications:

Type of Recrort:

Annual Progress Report.
None

Interim-dbout 200 more patients will have to be

entered for a total of 440 dvaluable patients.,
This will require two more years.
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Work Unit No.: 1559

Title of Project: CALGB Protocol 7781-Add #3: Small Cell Carcinoma of
-the Lung: Localized Disease. A Phase III Study.
Combination Chemotherapy vs alternating Chemotherapy
Plus Radiotherapy with or without Immunotherapy.

Investigators:

Principal: Johannes Blom, M.D.

Objectives: 1. To test whether chemotherapy (with either of two com-
binations of agents) and radiotherapy (to the primary
site and brain) produce a higher frequency of response
(complete or partial) in patients with localized small
cell (oat cell) carcinoma of the lung, as compared to
historical controls.

2. To test whether combination chemotherapy and radiotherapy
produce longer durations of response in these patients
as compared to historical controls.

3. To test whether combination chemotherapy and radiotherapy
affect patterns of relapse in these patients, as compared
with historical controls. (

4., To test whether combination chemotherapy and radiotherapy
prolong survival in these patients, as compared to his=
torical controls.

5. To test whether the two combinations of drugs, used
with radiotherapy, have significantly different effects

on:

a. frequency and/or duration of response

b. pattern of relapse or
c. survival in patients with localized small

cell carcinoma of the lung

6., To test whether immunotherapy with MER (methanol extrac—
tion residue of Bacillus Calmette~Guerin), added to
combination chemotherapy (with either of two regimens)
significantly affects:

a, duration of response and/or
b. pattern of relapse and/or
c. survival

in patients with localized small cell carcinoma of the
lung initially responsive to combination chemotherapy .
and radiotherapy. (
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7. To evaluate psychosocial function in patients with

localized small cell carcinoma of the lung before,
during and dfter treatment using:

a. the rating of psychosocial function
b. the handicap rating scale

¢. the profile of mood states

d. demographic data.

Technical Aporoach:

Regimen I

Regimen II

A s W et awacs e

Induction Phase:

Methotrexate 30 mg mz I.V. plus
Adriamycin 33 mg/m® I.V. plus
CCNU 30 mg/m” p.o. plus 2
Cyclophosphamide 400 mg/m® I.V,

All drugs are given on the first day of the cycle.

Two cycles of chemotherapy wil.. be given on days 1
and 21, followed by radiotherapy in a split course
technique (the first part of a split course of radio-
therapy will consist of 2500 rads in 10 treatment
days beginuning on day 42. This will be followed

by a two week rest period, Then. 2000 rads will be
given in a further 10~day period beginning on day
70, In addition, 3000 rads in 10 treatments will be
given to the whole brain of all patients entered
into this study), To be followed by two further
eycles of chemotherapy on days 84 and 105,

Adriamyein is cmitted from the third cvcle of MACC,
which is given one week after the completion of
radiotherapy. This should prevent the exacerbation
of radiation esophagitis and esophageal stricture
formation. Adriamycin will be reinstituted on day

105 at the beginning of the fourth cycle of chemo~
therapy.

Cyclophospha?ide 700 mg/a2 I.V. plus

CCNU 70 mg/m“ p.o. plus

Viacriscine 1.0 mg/m* (no greater than
2.0 mg in any single dose will te given)

(FIRST COURSE GIVEN ON DAY ONE)

Adriamyein S0 mg/m2 E.V. alus

Vincristine 1.0 mg/m” (no greater than
2.0 mg irn any single dose will be given)

(ON DAY 21 OF 2ACH SIX WEEX CYCLE)

e ——— g S N AR T 3
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As in Regimen I, radiotherapy will begin on day 42 by
the split course technique (see description in Regimen
1), chemotherapy will be reinstituted on day 84.

The induction phase of protocol consists of four cycles
of chemotherapy, two prior to the institution of radio~
therapy, and two subsequent to the completion of
radiotherapy.

Maintenance Phase:

Regimen A Patient should continue with his initial
chemotherapy (Reg I or II) at three week
intervals.

Regimen B Patient should continue with his initial

chemotherapy (Reg I or II) and in addition
receive immunotherapy with MER, given q 6
weeks, starting on the day of randomization
and coinciding with first maintenance course
of chemotherapy.

Regimen I with
Regimen B 2
Maintenance Methotrexate 30 mg/m”~ I.V. given on days (“
136,157,178,199,220,241,262,283, 304,360,
Adriamycin 35 mg/m“ I.V. given on days
136,157,178,199,220,24),262 and 283
Cyclophosphamide 400 mg/m* I.V. given on
days 136,157,178,199,220,241,262,283,
304,360,436,472,528,584,640 and 696
CCNU 30 mg/m p.o. given on days 136,157,
178,199,220,241,262,283,304,360,416,
472,528,584 ,640 and 696
MER immunotherapy given on di¢ys 136,178,
220,262,304,360,416,472,528,584,640 and
696 (treatment plan listed after Regimen
II with Regimen B Maintenance)

Regimen II with Cyclophosphamide 700 mg/m2 T V., given on days
Regimen B 136,178,220,262,304,416,528 and 640
Maintenance CCNU 70 mg/m2 p.o. given on days 136,178,
220,262,304,416,528 and 640
Vincristine 1.9 mg/m I.V. (2 mg max dose)
given on days 136,157,178,199,220,241,
262,283,304,360,416,472,528,584,640 and
696
Adriamycin 50 mg/m2 I.V. given on days 157,
199,241 and 283

b
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MER immunotherapy given on days 136,178,220,
262,304,360,416,472,528,584,640 and 696

The total dose of adriamycin (induction and mainten-
ance) for patients treated with Reg I will be 385 mg/m2
for patienti treated with Reg II, the total dose will
be 300 ag/m”.

Patients will receive maintenance chemotherapy (or
chemoimmunotherapy) until day 696 or until relapse,
whichever comes first. Patients completing the
maintenance phase of protocol will be followed until
relapse or until death.

YER LMMUNOTHERAPY

At the time of the first schedule administration, 200 ug of MER
should be injected intradermally into each of three sites on the
anterior body surface, Sites should be chosen so that each site
is drained by a different group of lymph nodes. In additionm,
doses of 200, 100, 10, 1, 0.1 and 0.0l ug should be injected in a
linear array of sites on an anterior thigh. Acceptable sites for
MER injection, in addition to the proximal thighs, are the upper
and lower abdominal wall and the intraclavicular areas, Sites
where the regional lymph nodes have been excised or irradiated
should not be used. Areas which might be irritated by friction
from clothing, etc., should be avoided.

Radiation Therapy:

1. Evaluation of the area to be irradiated must be made prior to
commencing chemotherapy. The volume to be included in the
{rradiated field is defined as the original tumor size and its
drainage Because of recurzence which may develop in any part of
the area ot original Involvement despite marked shrinkage after
two courses of chemotherapy.

2. Radiation therapy to the primary tumor will commence on day 42
after two courses of chemotherapy. Radiotherapy will be given
by a split course technique as stated in Regimen I.

3. Radiation of megavoltage quality (1 MeV or greater) will be used

preferably with an isocentric gantry apparatus with a source to
axis distance greater than or equal to 80 cm,

e . ———— s ¢ 2




4.

5.

6.

7.

8.

10.

Radiotherapy portals shall include the primary disease site, the
whole width of the mediastinum extending superiorly above the
supérsternal notch and inferiorly 4 cm below the carina. More
generous margins may be desirable superiorly for upper lobe
lesions and inferiorly for lower lobe lesions. With this field
éoverage, subcarinal lymph node groups as well as groups of lymph
nodes of the lymphatic drainage of the thoracic duct will be
covered. The supraclavivular fossi bilaterally, will be included
in all cases using an anterior field only.

The tumor dose will be 2500 rad in 10 sessions over two weeks.
AP PA parallel opposing fields will be used. Following a two
week rest period, an addtionmal 200 rad in 10 sessions to the
same volume will be delivered. This is designed to give a TDF
of 75,

Dose calculations shall be done on the basis of midplane doses
i.e., the dose to the central axis point midway between the an-
terior and posterior entrance points. The dose to the spinal
cord at the suprasternal notch should be calculated and recorded
in each patient. For sharply sloping chests, it may be necessary
to calculate the dose in morz than one plane. If a variation in
the midplane dose of more than 10% at the different planes is
noted, a compensator will be required. If tissue compensation
{s employed, it should be clearly indicated in all the records
sent to the Radiotherapy Office,

The supraclavicular fossi will receive a given dose of 4500
rads + 5%, calculated at & depth of 3 cm. The dose of these
areas should be calculated and recorded as reference doses into
the Radiotherapy Reporting Forms, The depth of th2 recorded
dose should be 3.0 cm from the skin surface. This will require
the addition of boosts to the supraclavicular fossae only. The
inferior border is defined as the lower edge of the clavicle at
the sternoclavicular joint.

During the second course of treatment, the field arrangement
should be appropriately modified so that no part of the spinal
cord receives a dose in excess of 4200 rads (or a TDF of 69).

If field arrangements other than AP PA parallel opposed portals
are to be used, the dose distributions are to be calculated and
isodose maps are to be plotted at the midplane and at other
planes of interest,

For purpose of this study, no corrections are to be applied for
lung or bone attenuation. Doses will be described in rads to
muscle,
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Addendum #1 dated 5 November 1977 clarifies eligibility requifements.

.
e b

‘ Addendum #2 dated 11 July 1978 requests that pathology review of
slides be sent directly to the CALGB Pathology Office to monitor proto-

col requirements,
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Addendum #3 dated 14 August 1978 amends patient eligibility to patients
who present with a malignant pleural effusion with positive cytology
will be considered to have extensive disease and will be eligible. for

randomization to protocol
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Progress and Results: WRAMC entered 5 patients. One died on day 7.
One had one course of treatment, refused further

treatment and died on day 120. Three had partial
remissions~two progressed on days 119 and 166

and subsequently died. One patient remains in
remission at day 560 +.

e e s T e e

CALGB entered 125 patients. Overall about 30%
have responded to therapy. The three treatment
arms are still coded.

Conclusious: Too aarly for definite analysis.

Side Effects/Complications: No unusual/unexpectad side effects were

e
. L. encountered.,
" Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to

Annual Progress Report.

Publications: None

Type of Report: Interim-270 patients are estimated to be required
for completion of this study,
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Work Unit No.: 1560
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24| Title of Project: CALGB Protocol 7782 Add #3: Small Cell Carcinoma of
78 the Lung, Extensive Disease
3§ Investigators:

Principal: Johannes Blom, M.D.

Objectives: 1. To test whether the alternating combination (CCV-AV)
will prolong the disease control interval as measured
from the start of protocol to the first documented
disease progression or recurrence when compared with
the continuous MACC program. Comparisons between
these two programs will also be made with respect to
objective response frequencies, remission durationm,
and survival.
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%5; 2, To test whether the addition of irradiation to the pri-

’§;B mary lesion and draining lymph nodes in conjunction with
Efi MACC will prolong the disease control interval when

o compared with the continuous MACC program. Comparisons

between these two programs will also be made with re-
spect to objective response frequencies, remission
duration, relapse patterns and survival.

3. To evaluate psychosocial function in patients with (
localized small cell carcinoma of the lung before,
during and after treatment using:

a. The rating of psychosocial function'
b. The handicap rating scale

¢. The profile of mood states

d. Demographic data

Technical Approach: Patients will be categorized into twc groups:

A Good Risk-Performance scores 0 or 1
B Poor Risk-Performance scores 2 or 3

Eg Regimen T Methotrexate 30 mg nl I.V. q 3 weeks
i Adriamycin 48 mg/m® I.V. q 3 weeks
9 CCNU 30 mg/m* p.o. q 3 weeks
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Cyclophosphamide 400 mg/m? I.V. q 3 weeks

Adriamycin is given on day 1 of each 3 week cycle.
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Two cycles of chemotherapy will be adminiscered followed
by radiation therapy ( written after Regimen III). After
completion of the radiotherapy, chemotherapy will be re-
insticuted and continued until relapse.

Adriamycin will be omitted from the 3rd cycle of MACC
which is given one week after the completion of radio-
therapy in an attempt to decrease the incidence of
"recall" phenomena. On day 84 MACC including Adriamycin
will be reinstituted. The max dose for Adriamycin will
be 450 mg/m?. When the total dose of Adriamycin has
been reached, Methotrexate, CCNU and Cyclophcsphamide
will be continued q 3 weeks until relapse.

Methotrexate 30 mgémz q 3 weeks I.V,
Adriamycin 40 mg/m I.V. q 3 weeks
CCNU 30 mg/mz p.0. q 3 wesks
Cyclophosphamide 400 mg/m“ I.V. q 3 weeks

Adriamycin is given on day 1 of each 3 week cycle

Therapy will be continued until relapse. The
total dose of Adriamycin is as stated in Regimen I.

ccyU 70 mg/m2 p.o. days 0_and 84

Cyclophosphamide 700 mg/m2 1.V, on days 0,21,84
and 105

Vincristine 2 mg IZV. on days 0,21,42,63,84 & 105

Adriamycin 75 mg/m® I.V. on days 42 and 63

. The alternating CCV-AV chemotherapy regimen will be

continued until Eelapse. The total dose of Adriamycin
will bz 450 mg/m“., When the total dose of Adriamyein
has been reached, CCNU q 6 weeks and Cyclophosphamide
and Vincristine q 3 weeks will be continued until
relapse,

Radiation Therapy: Radiotherapy will be administered in Regimen I

only, Radiation therapy will commence on day 42
after 2 {ull cycles of MACC as stated in Regimen

{ I. Chemotherapy with methotrexate, cyclophosphamide
and CCNU omitting Adriamycin will resumeone week
following the completion of radiation therapy. The
complete MACC regimen including Adriamycin will be
reinstituted three weeks later.

Radiation of megavol:tage quality (1 or MeV or

greater) will be used, preferably wi:th an iso-
centric gantry apparatus with a source to axis
distance greater than or equal to 80 em,
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' The radiotherapy portals shall include the primary
disease site, the whole width of the mediastinum.

' extending superiorly above the superstermal notch
and inferiorly 4 cm below the carina. More generous
margins may be desirable superiorly for upper lobe
lesions and inferiorly for lower lobe lesions.

With this field coverage, sub-carinal lymph node
groups as well as groups of lymph nodes of the
lymphatic drainage of the thoracic duct will be
covered,

The tumor dose will be 3000 rads administered in
10 treatments over 12 days. AP PA parallel op-
posing fields will be used. Both fields will be
treated each day.

Dogse calculations shall be done on the basis of
the dose at the central axis point midway between
the anterior and posterior entrance points. If
other fields of entrance are used, a dose distri-
bution is to be calculated at the mid-plane and
at other planes of interest.

No corrections are to be applied for lung or bone
attenuation. Doses will be prescribed in rads to
muscle.

Evaluation of Psychosocial Function:

1. Rating of Psychosocial Function (RPF): Done
by physician,

2., Handicap Rating Scale: Done by physician.

3. Profile of mood states.(POMS): Filled out
by patient,

4. Demographic data: Supplied by patient.

Psychosocial evaluation will be performed:

1. Before treatment
2. On achievement of remission or on
diagnosis of treatment failure
in induction.
3. (For responders): on relapse
4, For patients continuing in remission,
when 507 of patients have relapsed.
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Evaluation of Psychosocial Function:

. 1. Rating of psychosocial function (RPF): Done by, physician.
2. Handicap rating scale: Done by physician.

3 3. Profile of Mood States (POMS): On PSY-2 Form.

& 4. Demographic data: Supplied by patient.

8

Ratings will be obtained:

1. Priopr to treatment

2. At the conclusion of radiotherapy

3. At the time of randomization for MER

, 4, At the time of relapse; when 350% of patients have relapsed,
the remaining patients will be rated.

Addendum #1 dated 26 January 1978 makes corrections to the schema,
Addendum #2 dated 30 March 1978 states that in addendum #1 the MER
schedule was incorrect. The radiotherapy was incorrect also.
Addendum #3 dated December 1978 revises the complete radiotherapy

section for this protocol.

o

Progress and Results: WRAMC entered 8 patients. Five have progressed
and died from day 250 to 405. Two had partial
remissions and remain stable on days 182 & 270.
One had a partial resonse but progressed on
(; day 599 and is off study.

CALGB has entered 100 patients. Treatment arms
are still coded but approximately 507 are achieving
some form of remission.

B N

; Conclusions: Too early to compare treatment regimens

Side Effects/Complications: Moderate esophagitis following radiation.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to dnnual
5 Progress Report.

Publications: None

¥ Tvpe of Report: Interim-Another 80 patients have to be entered on this
- study.
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Work Unit No.: 1561

Title of Project: CALGB Protocol 7783: Surgical Adjuvant Therapy for
Non-Small Cell Bronchogenic Carcinoma, Stage I and II

Disease. L

. : This protocol was closed to patient entry in June 1979. No patients
£ ' were entered on the prctocol.
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Work Unit No.: 1562

Title of Project: CALGB Protocol 7802 (Pilot Study) Add #1: The

Treatment of Advanced Non-~Small Cell Bronchogenic
Carcinoma with Cytoxan, CCNU, Hexamethylmelamine
and Methotrexate

Investigators:

Principal: Johanneg Blom, M.D.
Objectives: 1. To assess the response frequencies of the major sub-
types of non small cell bronchogenic carcinoma to
the 4 drug treatment program.

2. To assess the duration of responses produced by the
4 drug treatment program. : '

Technical Approach: Treatment cycles are 21 da&s in length.

Cytoxan 500 mg/m2 1.V, given on day 1 of each
cycle

CCNU 50 mg/m? p.o. given on day 1 of q other
cycle (q 42 days) beginni&g with cycle 1,

Hexamethylmelamine 150 mg/m”/day p.o. given
on days 2-8 inclusive of each cycle of
chemotherapy. (Single dose just before
bedtime)

Methotrexate 20 mg/m2 p.o. given on days
10,13 and 17 of each cycle. The full
days dose of MIX should be taken all at
once on each of the treatment days.

Addendum {1 dated 12 February 1979 gives treatment schedule for
patients who have not had previous radiation therapy to their lung

primary and is as follows:

Cytoxan 600 mg/m2 I.V. given on day 1 of each
cycle 2
CCNU 60 mg/m™ p.o. given on day 1 of q other
cycle (q 42 days) beginning with cycle 1.
Hexamethylmelamine 180 mg/mzlday p.0. given
on days 2-8 inclusive of each chemotherapy
cycle) Single dose_just before bedtime.
Methotrexate 20 mg/m2 p.0. given on days 10,
13 and 17 of each cycle. Full days dose
should be taken at one:time of each treatment

day.
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?rogress and Results: WRAMC entered 11 patients. Data is available
ou 9 at this time. One of the patients with
squamous céll carcinoma attainéd a-partial reé-
mission and is alive or day 243. Seven patients
fajled to respond and are dead from day 7-120.

CALGB entered 125 patients of whom 94 were con=-
sidered evaluable. The overall response rate
(Complete and partial remissions is 15%).
Interestingly it was 25% for squamous cell and
large cell carciaomas, but only 3% for adeno~
carcinoma. 13/14 responses occured in patients
with performance indices of 0 or 1 (good per-
formance),

Conclusions: A modest response activity for the combination was seen
for squamous and large cell carcinomas. |

Side Effects/Complications: One patient at WRAMC experienced profound
anorexia, nausea and vomiting secondary
to hexamethylmelamine.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to
Annual Progress Report,

Publications: None (.

Type of Report: Interim=All unused hexamethylmelamine was returned to
the NCI and the study was closed to entxy of new patients i
on 1 June 1979.
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Work Unit No.: 1563

Title of Project: CALGB Protocol 7751 Add #2: The Comparative
Effectiveness of Combination Chemotherapy Alone
and with Radiation Therapy by Involved Field or
Extended Field, in Poor Risk Patients with Stage
I or II Hodgkins' Disease.

Investigators:

Principal: Johannes Blom, M,.E.

Objectives: 1l. To test if combination chemotherapy alone is as
effective as extended field radiotherapy prior to
start of adjuvant chemotherapy in achieving com~
plete remission in poor prognosis Hodgkin's Disease
patients with Stages I and II.

2. To test if extended field radiotherapy plus 6 cycles
of CVPP prolongs the total duration of remission
compared to involved field radiotherapy plus 6 cycles
of CVPP or combination chemotherapy alone in poor
prognosis patients.

3. To test if combination chemotherapy alone or involved (
field radiotherapy 4+ chemotherapy significantly de- -
creases the morbidity and/or mortality compared to
extended field radiotherapy and chemotherapy.

4. To determine the relapse patterns of disease, whether
in nodal or extranodal sites, inside or outside of the
irradiated fields, for each treatment program.

5. To test the influence of the three treatments upon
overall survival,

Technical Approach: Patients are randomized from two stratification
categories according to their Ann Arbor Stage
being either:

Stage IA or Stage IIA - Mixed cellularity and
lymphocyte depletion
Stage IB or IIB
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Regimen I

Regimen II

Regimen III

Iavolved field radiation therapy followed by
chemotherapy. (Written after Regimen III)
Following 3 four-week rest period, chemotherapy
with CCNC, vinblastine, prednisone and procarba-
zine will be initiated for six cycles.

Patients who are in complete remission after six
cycles of CVPP will receive two addtiounal courses
of chemotherapy and then begin observation phase.

Extended field radiation followed by chemotherapy.

After a four-week rest, chemotherapy with CCNU,
vinblastine, prednisone and procarbazine will be
initiated for six cycles.

Patients who are in complete remission at the end
of 6 cycles of CVPP will receive two addtiomal
courses of chemotherapy and then begin the obser-
vation phase.

Chemotherapy with CCNU, vinblastine, prednisone
and procarbazine will be initiated for six cycles.

Patients who achieve ccmplete remission after €
cycles will receive two addtional courses of
chemotherapy and will tien begin observation phase.

CHEMOTHERAPY SCHEDULE AND DOSAGES:

Patients randomized to Reg I or II will receive

6 courses of chemotherapy beginning four weeks
after the completion of radiotherapy pending
criteria of entry to that phase of the study are
satisfied. Patients randomized to Reg III will
recelve 6 courses immediately starting after ran-
domization. Each course will consist of 2 weeks
of chemotherapy followed by a 2 week rest period.
A course will be given every 4 veeks.

CCNU 75 mg/m? p.o._on day 1 plus
Vinblastine 4 mg/m IQV. on days 1 and 8 plus
Procarbazine 100 mg/m“ p.o. on days 1-l4
(In the initjal course, stepwise dose escalatign
from 50 mg/m® on day 1,75 on day 2 to 100 mg/m”
per day thereafter may diminish nausea) plus
Prednisone 40 :‘.g/m2 p.o, on days 1-14 (Course 1l and
4 only).
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Radiation Therapy: Only megavoltage radiation is to be used. Iso-
dose distributions are to. be plotted.

Doses will represent midplané doses; minimum and
maximum doses at the midplane skin peak doses,
apd applied dosages will be calculated and entered
into records.

For area above diaphragm-5 reference points:
neck, supraclavicular, axilla, mid-and-lower
mediastinum.

Por below diaphragm~5 reference points: upper
and mid-periaortic area, splenic pedicle,
iliac areas and groin; calculation of dose
at different points is less critical if
variation in thickness is found to be less
than 5%.

Areas that have received a low dose will be
boosted at the end aiming for a prescribed
dose to the overall volume of % 5Z.

Doses at the different points should be calcu-
lated by the use of scatter air method.

A dose of 3500-~4000 rads in 4 weeks is to be
delivered. A boost of 500 rads to bulky
disease is acceptable. The daily dose may |
be as high as 200 rads per day but no less
than 150 rads per day. Anterior and posterior
fields will be employed and the daily dose
is equally divided between them,

Addendum #1 dated 1 July 1978 revises the psychosoical schema and
instuments.

Addendum #2 dated 12 February 1979 revises the closing of Regimen II
to new patient entry, expands patient eligibility criteria, change in
pathology review and statistical considerations.

Progress and Results: No patients have been entered on this study at

WRAMC.

Conclusions: No conclusions can be made at this time.

Side Effects/Complications: No unusual/unexpected side effects were

encountered,

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to
Annual Progress Report,
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Work Unit No.: 1564

Title of Project: CALGB Protocol 7772: Phase II Study of Chlorozotoéin
(NSC 178248)

Investigators:

Principal: Joharnes Blom, M.D.

Objectives: 1. Yield information concerning the efficacy and safety
of this agent,

. 2, See evidence of activity in tumors of interest to
! the Group. Activity will be judged by:
i

; a. Percentage of patients achieving an objective
§ response, complete or partial.
b. Duration of response while patient is maintained
on continuous chlorozotocin therapy. .
c. Quality of response and its relationship to ulti=-
mate patient survival.

3. Provide experience in the design of a phase III
protocol, should this phase I1 study be promising.

' 4. Enter up to 200 patients with advanced neoplastic
disease in the categories of gastrointestinal, pan-
creatic, lung tumors, melanoma and lymphoma.

Technical Approach: Dose and Administration of chlorozotocin

Chlorozotocin 120 ms/m2 q 6 weeks, The drug
will be administered in a bolus over a
] period of 30 seconds via the tubing of a
' running intravenous infusion.

The failure to achieve a response following the
administration of three doses of the drug,
will be cause for removal from study.

Progress and Results: WRAMC entered 10 patients. Ten have not
responded and five have expired. Another
five remain alive with progressive disease.

CALGB has entered 212 patients. To date only
a small number (9) patients have improved.
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{;} Conclusions: More patients with melanoma, breast and lymphoma need
" to be studied.

Side Effects/Complications: Four percent of patients treated have
experienced thrombocytopenia.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to
Annual Progress Report.

Publications: None

Iyoe of Report: Interim-Another 80 patients need to be acerued on this
study. This should be accomplished within the year.
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Work Unit No.: 1565

Title of Project: CALGB Protocol 7804 (Pilot Study) Add #2: T
Cyclophosphamide, Adriamycin, Vincristine, Prednisone
in Combination with Low Dose 5-Day I.V. ‘Infusion
Bleomycin in the Treatment of Poor Histology Lymph-
omas and Nodular Poorly Differentiated Lymphocytic
Lymphomas.,

Investigators:

Principal: Johannes Blom, M.D.

Objectives: 1. Determine the response rate, disease-free interval and
survival of patients with poor histology lymphomas
and nodular poorly differentiated lymphocytic lymphoma
treated with cyclophosphamide, vincristine, adria-
mycin, prednisone and low dose infusion bleomycin,

2., To determine the toxicities of this regimen,

3. To determine, in appropriate patients, the pharma-
cokinetics of low dose bleomycin infusions,

Technical Approach: Dose Schedule (w

Cyclophosphamide 750 mg/m2 I.V. bolus day 1
Adriamycin 50 mg/m“ I.V. Bolus day 1
Vincristine 1.4 mg/m“ I.V, Bolus day 1
(max 2 mg)
Bleomycin 2 u/day continuous I.V., Infusion
Days 1-5
Prednisone 100 mg/day p.o. days 1-5

Courses to be repeated at 21 day intervals.
Total of 6 courses are to be given.

Max dosages foE adriamycin and bleomycin are
to be 300 mg/m“ and 30 units,

Courses 4-6 will be as indicated above except
that no bleomycin will be administered.

Addendum #1 dated 29 March 1979 revises the objectives to:
Determine the response frequencies, disease~free interval, and survival
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Progress and Results:

AT, S g e serseibomns_E v w3 e vty A

durations of patients in the following three histologié categories:
a. Nodular Pattern
b. Diffuse Poorly Differentiated or Mixed Lymphoma
¢. Diffuse Histiocytic

and ravises the statistical consideratiomns.

Addendum #2 dated 18 June 1979 removes entry,of new patients to the
diffuse histiocytic category.

WRAMC has entered six patients. Two patients
had DHL (diffuse histiocytic lymphoma), one
had stage III disease obtained a partial re-.
mission but taken off study by physician in
Indiana because total bilirubin was 1.6 at
onset of treatment, The other patiemt had
stage IV disease and achieved a partial re-
mission after two courses however, due to
tachycardia and increase left ventricular
dilatation had the adriamyein discontinued
and received CVP-Bleo until progression.

Two patients have PDL-N (Poorly Differentiated
lymphocytic lymphoma~Nodular); one with

stage III disease had a complete remission
and is alive at day 192 without disease and
one with stage IV disease is too early to
evaluate., The last two patients had mixed
histiocytic lymphocytic type; one with
nodular stage IV disease had no response to
several prior regimens but is in complete
remission with CHOP-BLEQ at day 330. The
other patient had stage III diffuse disease
not previously treated but in complete re=-
mission at day 510.

CALGB have entered a total of 69 patients of
whiéh 58 are evaluable however, too few
numbers of patients in each of the 6 histio=-
logic subtypes makes evaluation difficult

at this time,

Conclusions: Too early for statistical analysis however, protocol
looks very favorable,
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: N Side Effects/Complications: See Progress and Results

i?' i Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to
& Annual Progress Report.

i Publications: None

= Type of Report: Interim=-25 patients in each of the 6 categories will
e be needed for statistical analysis. Date of com-
pletion by CALGB probably 1982,
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2 Work Unit No.: 1366

,?? . Title of Proiect: CALGB Protocol 7811: Remission Induction and T-COAP

) vs T-MOP Maintenance for the Treatment for Recurrent

Childhood ALL.

E

et Investigators:

.‘? 3

%§ o : Principal: Johannes Blom, M.D.

Associate: Frederick B. Ruymamm, LIC, MC, M.D.

§‘~ o Objectives: 1. To induce remissions in children with ALL who have

%gg o relapsed following a first or later remissiom.

%: 2. To compare the effectiveness of a maintenance treat-

e ment program of intermediate dose methotrexate/
thioguanine/vincristine/prednisone (T-MOP) with one

- v
< ety g

of vincristine/prednisone/cytosine arabinoside/cyclo=-
phosphamide/6-thioguanine (T-COAP) in maintaining:

a. Systemic control of leukemia,
b. Central nervous system control of leukemia.

St atl s e
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Technical Apvroach:

SEEEINEL
\

INDUCTION PHASE: All patients recleve the following therapy:

AN
3
,5“
;

;

Vincristine 2 mg/mzlweek I.V. on days 1,8,15and
22 (Single dose max. 2 mg) plus

Prednisone 120 mg/m”/day p.o. in 3 divided dosgs i
on days 1-282then taper over l% days 60 mg/m !
x 3, 30 mg/m“/day x 3, 10 mg/w/day x 3, 5 mg/m2/ ‘
day x 3 plus !

Methotrexate 12 mg/m?/week IT on days 8,15,22
(vax dose (single) 15 mg)

The bone marrow must be examined on day 22 (at the
time of the fourth VCR administration). If the
bone marrow is not an Ml marrow give:

Adriamycin 25 mg/mzlday I.V. on days 23,24 and 25 -
L-Asparaginase 1000 u/kg/day I.V. on days 29-38,

The bone marrow must be examined on day 45 following
administration of L-Asparaginase. If marrow is an
M1, patient will be randomized for maintenance. If
marrow is not an M1l patient will receive:
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Adriamycin 25 mg/mzlday I.V. on days 46,47 and 48,

In this group of patients, re-examine the marrow on
day 62, If the marrow is Ml or M2, patient may be
randomized to maintenance phase. If not ML or M2
marrow, patient will be taken off study.

Patients will receive a uniform induction therapy con-

sisting of 4 weekly courses of vincristine plus
daily prednisone and 3 doses of IT methotrexate,
followed by a 10 day course of L-Asparaginase.

MAINTEMANCE PHASE Patients will be randomized to Regimen I or

Regimen 1

Regimen II

Regimen II consisting of:
Each 28 day cycle consists of:

Methotrexate 500 mg/mZ/I.V. 1/3 by I.V. push and
2/3 by continuous_infusion over 24 hrs.

Methotrexate 12 mg/m? IT give two hrs after the
onset of the MIX infusion. (max single dose
12 mg) EXCLUDE FROM 7§h and LATER COURSES.

Citrovorum Factor 25 mg/m“ I.V. give 48 hrs after
onset of the MTX igfusion

6-Thioguanine 75 m§ /day p.o. days 2-11

Vincristine 2 mg/m 2I .V. on day 22

Prednisone 120 mg/m“/day p.o. in 3 divided doses

on days 22-24, Eaper 60 mg/m x % day, 30 mg/m2

x 1 day, 10 mg/m“ x 1 day, 5 mg/m“ x 1 day on

days 25-28.

Repeat this sequence of therapy q 28 days to re=-
lapse.

Each 28 day cycle consists of:

Cyclophosphamide 300 mg/m2 I,V. on day 1
Cytosine Arabinoside 50 mg/m“ subcutaneously q 12
hrs x 8 on days lx4
Methotrexate 12 mg/m” IT on day 1 (max single dose
12 mg) EXCLUDE FROM 7th AND LATER CYCLES.,
6-Thioguanine 75 mg/m2/day p.o. on days 2-11.
Repeat this sequence of therapy q 28 days until
relapse.
Vincristine 2 mg/m I.V. on day 22
Prednisone 120 mg/m“/day p.o. in 3 divided doies
on days 22-24, Eaper over 4 days:.,60 mg/m
x 1 day, 30 mg/m* x 1 day, 10 mg/m” x 1 day,
5 mg/m? x 1 day on days 25-28.
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%é (v) Progress and Results: No patients have been enterad at WRAMC. "
S8

2 i Conclusions: Too early for any conclusioms.

SR,

Side Effects/Complications: As noted in protocol L-isparaginase may
cause anaphylaxis.

. Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to
o Annual Progress Report.
-; ! Publications: Youne
3 i
o i
7 Type of Report: Interim-210 patients (evaluable) need to be entered.
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Work Unit No.: 1567

Title of Project: CALGB Pilot Study Protocol 0703 Add #2: Cis~ ,
Platinum Diamminedichloride in Advanced Malignant
Lymphomas.

Investigators:

Principal: Johannes Blom, M.D.

Objectives: To determine the efficacy of Cis~Platinum (II) Diammine~
dichloride (DDP) in adult patients with advanced Hodgkin's
and non-Hodgkin's Lymphomas.

Technical Approach: DRUG SCHEDULE

DDP 70 mg/m2 I.V. once q 3 weeks. DDP should
be injected in the tubing of a running in-
fusion over a period of no less than 20 minutes
and no more than 1 hours, The administration
of mannitol diuresis with DDP is MANDATORY.

ADMINISTRATION PROCEDURE

4 | ' Pretreatment hydration of DSW with half normal (
‘ ' saline and appropriate potassium supplement

as determined by serum electrolytes., Starting
infusion rate 250-300 cc/hr. Either start

the night before treatment or hydrate .orally
with at least 2 1/2 liters of fluid. Hydration
must result in urine output of at least 100 cc/hr
or greater for 4 consecutive hours before treat-
ment. (No diuretics should be used). Patients
must either urinate hourly or have foley catheter
for hourly urine output measurements,

A T

After 4 hours of adequate urirte:

~Mannitol 12.5 gm I.V. push then

-Start 25% mannitol infusicn at 0 to 5 grams per:
hour to maintain urine output at least 100cc/hr
for 2 hrs during cis-platinum infusion and 6 hrs
afterwards, Continue I.V. infusion at 250-300
cc/hour,

-Cis-platinum as above

~After diuresis is complete, I.V. should be main~
tained until patient is able to take oral
fluids well,

z
:
#

-
s
3
5
'r
2
“
i
4
2y
i
2




K St A
6y ”5‘3. Y

A e,
LS

LS LA A

e 3
NG

A 3 Sty

A

e T A T U G PR E F Ry T YT ol /POt vty

All patients are to be evaluated aftar two courses
(6 weeks).

Patients who show no response (no changé or pro=-
gressive disease) after & weeks of therapy,
go off study and ars considered treatment
failures.

Patients in either complete or partial remission
after 6 weelils continue therapy to relapse.

Addendum #1 dated 5 November 1977 states that creatinine clearance must
not be less than 60 cc/min rather than 75%.

As stated in the technical approach the amended dosages for mannitol
and cis-platinum are as follows:

After 4 hrs of adequate urine:

~Mannitol 12.5 grams I.V. push then

-Simultaneously with giving Platinum start
mannitol infusion at 10 grams/hr for six
hrs to maintain urine output at least
100 cc/hr during the twenty minute platiaum
infusion and for six hours afterwards. Hy-
dration should be continued at a rate of
250-300 cc/hr.

=After diuresis is complete, the I.V. should be
maintained until patient is able to take
oral fluids well,

Addendum #2 dated 22 February 1979 adds 5 new treatment facilities.

Progresg-and Results: No patients have been entered at "TRAMC,

Conclusions: Too early .

Side Effects/Complications: No unusual/unexpected side effects were
encountered.

Funds Utilized FY 79/Requested FY 80: See Iuntroductory Remarks to
Annual Progress Report.

Publications: None

Tvoe of Revort: Interim
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Work Unit No.: 1571

Title of Project: CALGB Protocol 7891 Add #1: Intergroup Rhabdo-

myosarcoma Study -:II: ALVEOLAR Rhabdomyosarcoma
of the Extremity in Clinical Groups I and II Patients,

Investigators:

Principal: Johannes Blom, M.D.

Objectives: The objectives of the study are to answer the following
questions:

1. (Clinical Group I Disease) Can cyclophosphamide be
dropped from the standard VAC regimen with radiation
omitted without jeopardizing disease control and sur-
vival, and if so, would there be less side effects
without it, particularly testicular, ovarian, and
renal dysfunction?

(Comparison: Standard VAC x 2 years vs VA x 1 year-
both arms identical save for cyclophosphamide. No
radiation is given in either arm. FSH, LH, and
testosterone levels, growth rate, and cystitis
incidence are compared as well,)

2., (Clinical Group II Disease) Will repetitive courses (
of "pulse" VAC improve the duration of complete re- \
mission and survival beyond that which is now achievable
for microscopic residual disease with cyclic-sequential
vincristine and dactinomycin, all patients raceiving
post-operative radiation to the tumor bed?

(Comparison: Repetitive "pulse" VAC x 1 yr vs
cyclic-sequential VA x 1 yr., XRT is given in
both arms.) Hormonal levels, growth rate and
cystitis incidence are also compared.

3. (Clinical Groups III and IV Disease) Will adriamycin
if given in pulse combination with vincristine and
cyclophosphamide ("pulse" VADRC), improve the complete
remission rate and prolong the duration of remission
and survival beyond that now achievable with "pulse"
VAC, all patients receiving radiation to the tumor
bed and sites of metastases?

Will two years of repetitive pulse therapy be superior
to the non-repetitive pulse regimens previously em-

ployed in IRS~I for Groups III and IV disease
(Regimens E and F)?
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{Comparison: Induction - "pulse"” VAC vs
"pulse" VADRC, (+ XRT)

Maintenance - "pulse YAC qmo
vs "pulse" VADRC ALT qmo with "pulse" VAC
in 1 yr "Pulse" VAC qmo for all patients in

_ Rear 2.
(VADRC = VCR, Adriamycin, Cyclo)

4,, (Extremity Rhabdomyosarcoma Requiring Primary

W
N
X

S

Pk

Amputation) Will two years of repetitive "pulse”

VAC improve the duration of remission and survival
in patients subjected to primary mijor amputation .
for primary tumors localized to the extremity?
(Rhabdomyosarcoma Localized to the Nasopharynxz-
Nasal Cavity, Middle Ear and Paranasal Sinus) Will
"prophylactic" local meningeal radiation with or
without intrathecal chemotherapy prevent direct
meningeal extension of disease and improve the dur-
ation of remission and survival in these patients?
(Rhabdomyosarcoma Localized to the Pelvis (vagina,
uterus, bladder, prostate) Can a primary chemo=-
therapeutic approach avoid the disability associated
with radical surgery without jecpardizing local
disease control and survival?

(Certain events such as subsequent exenteration

will be designated as treatment "failures",

No improvement in survival rate is expected).
(Lymphatic Involvement in Rhabdomyosarcoma) What is
the frequency and significance or regional lymph node
involvement in reiation to primary site of tumor
origin?

(Pathology) What are the relationships between the
special undifferentiated cell types I and II (Ewing's
tumor of the soft tissue) and classical rhabdomyo~
sarcomas in terms of biological hehavior, ultrastructural
features, and response to therapy? )

What are the patterns of lymph node metastases at
autopsy?

What are the specifiic pathological features of CNS
involvement from direct extension of tumor from
parameningeal sites or from distant metastasis from
other primary sites?

Based on evaluation of autopsy material, what are the
toxicities of the treatment programs under investigation?




T e

Technical Approach:

Groups Ia & Ib:

Regimen 21

Regimen 22

PATIENTS WILL BE RANDOMIZED ACCORDING TO THEIR gﬂj
DISEASE GROUP,

EACH INSTITUTION WILL DECIDE REGARDING WHICH
SPECIFIC PELVIC RHABDOMYOSARCOMA TREATMENT PLAN
(PRIMARY SURGERY VS PRIMARY CHEMOTHERAPY) WILL
BE UTILIZED DURING THE DURATION OF IRS-2,

Patients who had complete resection of a localized
tumor (no regional node involvement and/or evidence
of distant metastases) will be randomized to one

of two chemotherapy regimens, No postoperative
radiotherapy is to be given. (For patients in
Group I subjective to primary extremity major
amputation as defined under Amputation in protocol
will be assigned to regimen 25 but postoperative
radiation therapy will be omitted to the tumor

bed as the tumor bed will have been removed.)

Vineristine 2 mg/m2 I.V. weekly for 12 doses,
starting on day 0. (max single dose 2 mg)
Dactinomycin 0.015 mg/kg/day I.V. for 5 days
starting on day 0., (max single dose 0.5 mg)
This is to be repeated at weeks 12, 24, 36
48 (last course).
Cyclophosphamide 2,5 mg/kg/day p.o. starting onm L
day 42 and continuing through 24 months.

Vincristine 2 mg/m2 I.V. weekly for 12 doses
starting on day 0. (max dose (single) 2 mg)

Dactinomycin 0,015 mg/kg/day I.V. for 5 days
starting on day 0. (max single dose 0.5 mg)
This is to be repeated at weeks 12, 24, 36
and 48 (last course).

Groups IIa, IIb and IIc: Patients who had(a) gross resection of the

tumor (mo nodes involved) but microscopic
residual disease, or (b) complete resection
of regional disease (nodes may or may not
be involved) or (c) gross resectiou of
regional disease including involved nodes,
but microscopic residual disease, and no
evidence of distant metastases will be
randomized to one of two treatment regimers.
(For pts in Group II subjected to primary
extremity major amputation as defined under
Amputation in protocol will be assigned to
regimen 25 but postoperative radiation therapy
will be omitted as tumor bed will have been
removed. )

o e e A




{"} " Regimen 23 1, Post-operative radiotherapy to the tumor-

bed is to be started on day 0 as outlined
in section Radiotherapy.

2. Dactinomycin 0.015 mg/kg/day I.V. for 3 days
starting on day 0 (max single dose 0.5 mg)
This is to be rapeatad at weeks 9, 18, 27, 36
and 45 (last course).

3. Vincristine 2 mg/n” 1.V, weekly for 6 doses
starting on days 21 (3 weaks), 84 (12 weeks),
147 (21 weeks), 210 (30 weeks), 273 (39 weeks), .
and 336 (48 weeks, last course) (max single
dose 2 mg).

Regimer 24 (DAYS 0-83) (WEERS 0-11)

1, Vincristine 2 mg/m2 I.V. weekly for 12 doses
starting on day O (max single dose 2 ug).

2. Dactinomycin 0.015 ng/kg/day I.V. for 5 days
starting on day 0. (max single dose 0.5 mg).

3. Cyclophosphamide 10 mg/kg/day I.V. for 3 days
starting on day O and then one dose of
20 mg/kg/I.V. on days 21, 42 and 63. How=
ever, cyclophosphamide should be omitted on
days 42 and 63 in children who have the
bladder included in the radiation portal
or are to have large volumes of bone marrow
irradiated, such as whole abdomen including
the pelvic bones,

4, Post-operative radiotherapy to the tumor-bed is
to be started on day 42 as outlined in Radio-
therapy section.

5. (DAYS 84-371) (WEEKS 12-52): The following
VAC "pulse" course should be given repetitively
q 4 weeks from day 84 (week 21) - day 371
(week 52) and :Ben stopped:

Vincristine 2 mg/m“ I.V, on days 0 and 4 (max
single dose 2 mg)

Dactinomycin 0.015 mg/kg/day I.V. for 5 days
starting on day 0 (max .ingle dose 0,5 mg)

Cyclophosphamide 10 mg/kg/day I.V. for 3 days
starting on day 0.
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Groups III & IV (Exclusive of Group III patients with
primaries in either the bladder, vagina,
uterus or prostate who are to be treated
by the primary chemotherapeutic approach,

Patients who had only a biopsy or incomplete
removal of the primary with gross residual
disease, or who had evidence of distant
metastases at the time of initial evaluation
will be randomized to one of two treatment
regimens,

Regimen 25 1, Same as Regimen 24, except that pulse VAC
courseg are to be given repetitively q 4 weeks
from day 84 (week 12) - day 742 (week 104)
i.e., = year 2 from the date on study.

2. Radiotherapy to the tumor bed as well as to
the metastases as outlined in section Radio-
therapy is to be started on day 42 (6 weeks)
If the disease is progressive after 2 weeks
of chemotherapy, radiotherapy may be initiated.
If stable, radiotherapy should be withheld
until week 6.

Regimen 26 (DAYS 0-83) (WEEKS 0-11) (

1. Vincristine 2 mg/m2 1.V. weekly for 12 doses
starting on day 0., (max dose (single) 2 mg).

2. Adriamyein 30 mg/m?/day I.V. on days 0,1,21
and 22,

3. Cyclophosphamide 10 mg/kg/day I.V. for 3 days
starting on day O and then one dose of 20 mg/kg/I.'
on days 42 and 63, However, cyclophosphamide
should be omitted on days 42 and 63 in children
who have bladder included in the radiation
portal or are to have large volumes of bone
marrow jirradiated, such as the whole abdomen
including the pelvic bones.

4, Radiotherapy to the tumor-bed as well as to
the metastases as outlined in section Radio-
therapy is to be started on day 42 (6 weeks).
If the disease is progressive after 2 weeks
of chemotherapy, radiotherapy may be initiated.
If disease is stable, radiotherapy should be
withheld until week 6.
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Special Sites:
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6.

7.

(DAYS 84-371) (WWEXS 12-532)

Pulse VADRC and pulse VAC courses are given
.alternately q 4 weeks from day 84 (week 12)
through day 371 (week 32) as follows:

Pulse VADRC Course (q 8 weeks) (Weeks 12,20,28,
26,44 and 52):

Vincristine 2 mg/m” I.V. on day 0. (max single
dose 2 mg)

Adriamycin 30 mg/mzlday I.V. on day O and 1.
Cyclophosphamide 10 ag/kg/day I.V. for 3 days
starting on day 0.

Pulse VAC Course (q 8 weeks) (Weeks 16,24,32,
40 and 48):

Vineristine 2 mg/m2
single dose 2 mg).
Dactinomycin 0,015 mg/kg/day I.V. for 5 days
starting on day 0 (max single dose 0.5 mg).
Cyclophosphamide 10 mg/kg/day I.V. for 3 days
starting on day 0.

I.V., on day O and 4, (max

(DAY 373-742) (WEEKS 53-104)

Pulse VAC courses should be given repetitivity

q 4 weeks from day 372 to day 742 (weeks 52-104).
Pulse VADRC is not to be given in this phase so
as to avoid adriamycin cardiac toxicity.

(The total cumulative adriamycin dose is 480 mg/m
in this regimen.

2

Primary Chemotherapy Regimen for Primary Pelvic
Sites,

{Study confined to patients in Clinical Groups
I-I1I with primary tumors in the vagina-uterus,
bladder or prostate), Patients treated with
primary surgery are excluded from this study.

After initial biopsy through the perineum or
rectum, patient is to be registered on study
and receive 2 pulse VAC courses, the first
starting on day 0 (week 0) and the second
starting on day 28 {(week 4) as follows:

Vincristine 2 mg/m2 I.V. on days O and 4

(max single dose 2 mg)

Dactinomycin 0,015 mg/kg/day I.V. for 5 days
starting on day J (max single dose 0.3 mg)
Cyclophosphamide 10 mg/kg/day I.V. for 3 days
starting oun day 0.

¥,




N R

&
"
s

1f patient is in CR or PR status, additional
courses of pulse VAC are to be given starting on
days 56 and 84 (weeks 8 and 12).

If patient shows no response, surgery should be
performed. If excision would require exenteration,
an option to employ radiation therapy to known
extent of tumor. If no microscopic residual
disease is present following surgery and nodes are
negative or positive being completely excised,
patients are to be randomized to regimen 26,
Starting at week 12 of regimen given q 4 weeks
through week 52 (VADRC) and VAC given q 4 weeks
starting at week 53-week 104, If incomplete

tumor removal with either gross or microscopic
residual disease following surgery, patient is

to receive radiotherapy to the postoperative tumor
bed and area of incompletely removed positive
nodes and then placed on regimen 26, -

Radiotherapy and IT Chemotherapy for Patients
with Nasopharynx-Nasal Cavity, Paranasal Sinuses,
and Middle Ear Primary Sites at Risk of Meningeal

Extension:

Evidence of meningeal extension in continuity
with primary tumor (by laboratory, clinical or
radlographic examinations) or by spinal fluid
contamination or established spinal disease
should be treated as follows:

The entire craniomeninges should be treated in
continuity with the site of primary origin of tumor
and the entire spinal meninges should be treated
Day 0 and Week 6 respectively. The split course

is recommended because spinal irradiation during
the first six weeks of the protocol, with intensive
systemic chemotherapy, may cause undue marrow
suppression, IT chemotherapy i3 administered
beginning on day 0 of cranial cavity irradiation
with hope of controlling spiaal meningeal disease
prior to spinal axis irradiation, in addition to
its effect in contolling craniomeningeal disease.
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Intrathecal Chemotherapy Dosage Schedules
"Proohylactic" Intrathecal Chemotherapy:
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: The thrae drugs listed below are administerad

§ intrathecally in combination at days 0 and 14

! and thenm at weeks 4,8,14 and then q 8 weeks

% thereafter up to 18 months from the date on study.

Cytosine Arabinoside 60 mg/m2 1.T. (no top dose)
Hydrocortisone 30 mg a2 I.T. (no top dose)
Methotrexate 15 mg/m“ I.T. (top dose 15 mg)
Leucovorin 15 ag/a® I.V., I.M. or p.o. should
‘ be given 24 hours after tae I.T methotrexate
' ) injection for protection against systemic
o effects of methotrexate.

Intrathecal Chemotherapy for Established CNS
Disease at Diagnosis:

Induction Phase

If CSF cytology is positive or spinal cord is
involved, triple chemotherapy plus leucovoria
rescue as defined above, are administered once
a week until CSF remission is achieved.

IT Chemotherapy and cranial or craniospinal
radiation are to be started at the same time,

(. Maintenance Phase
When complete CSF remission is achieved, triple
chemotherapy plus leucovorin rescue as indicated
above are administered at weeks 4,8,14 and q 8
weeks thereafter up to 2 years from the date
of diagnosis of CNS disease.

Radiation Therapv

Group I No radiation therapy

Group II Patients of all ages are to receive no lass than
4000 rad (min dose) and no more than 4300 rad
(max dose) to a volume of tissue which should
encompass the "tumor bed" including the most
distal margins of resection and also including
a 5 cm margina bYeyond the limites of resection
in all directions. However, the maximum volume
to be irradiated is the muscle bundlie of origin.
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i Group III Children less than six years of age:

=l When the tumor is less than 5 cm*

;ﬁ (*Tumor size is to be determined after surgical

L resection but before initiating chemotherapy).

- (at the time of commencement of chemotherapy)

e the doses of radiation are to be a minimum of

;E 4000 rad and a maximum of 4500 rad.

£ b

2 When the tumor is equal to or greater than 5 cm.

it at the time of begimning chemotherapy, the doses

S of radiation should be 4500 rad minimum and 5000

S rad maximum,

o Children equal to or greater than six years of

age:

be | When the tumor is less than 5 cm (at time of

%} conmencement of chemotherapy) the doses of
i radiation are to be a minimum of 4500 rad and a

i, maximum of 5000 rad.

7 When the tumor is equal to or greater than 5 cm.
§ at the time of beginning chemotherapy, than the
i doses of radiation should be 5000 rad minimum

{ and 5500 rad maxiwmu,

3

. : Group IV Patients in clinical Group IV should be treated
) _ to the primary site as decribed for patients

3 with clinical Group III disease,

3 However, in addition to treating the primary site
i of involvement, these patients should receive
radiation therapy to sites of metastatic disease.

Doses have been adjusted for age as described
above; no further adjustments of dose for age
is thought to be necessary.

Supervoltage irradiation is to be used. Isodose
distributions should be plotted, including doses
to offaxis points of interest,

180-200 rad fraction should be delivered, at the
rate of 1 fraction per day, for a dose schedule
of 5 fractions per week. This will deliver
900~1000 rad per week.

Daily fractions may be reduced to 150 rad tumor
dose (750 rad per week) when larger volumes
(i.e. whole chest, whole abdomen) are included

in the portals.
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Split course is permissible, if-in the opinion
of the radiation therapist, The normal tissue
tolerance would be axceeded otherwisa. Ia such
iastances, the same daily dose rate and total
dose should be used, except if the rest period
s is two weeks or longer, the total dose should be
R increased by no less than 10%*, (*TDF calculations
g ) should be used). In fnstances of split course

E irradiation, the rationale for the use of the
split course should be noted on the radiation -
therapy checklist.

SR
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Usually, balanced parallel paired opposing portals
will be used and tumor doses are mid-plane values
alone the.central axis. Preferably, each portal
will be treated each day in all patients.

T S AT g W

For asymmetrical tumors, unbalanced parallel
paired opposing portals may be used. In such
instances, minimum and maximum doses within the
tumor along the central axis should be stated as
well as the dose at the midplane of the tumor.

For other techniques, such as wedge pairs or
rotational fields, the minimum and maximum doses
( should be stated. The minimum dose should be
- considered as tumor dose.

Addendum #1 dated 12 March 1979 states that All patients in Clinical
Groups I and II with alveolar extremity primary tumors will be assigned
regimen 25 (repetitive "pulse' VAC, section 8.42 of protocol) for 2
years. However, only the Group II patients are to receive radiation
therapy (beginning at 6 weeks, not day 0). Radiation therapy will be
omitted in Group I patients.

Progrags and Results: YNo patients have been entered at WRAMC.

Conclusions: Too early

Side Effects/Complications: Yo unusual/unexpected side effects were
encountered.

Funds Utiiizad ¥T 79/Requestad FY 80: See Iatroductory Remarks to
Annual Progress Report,

Publications: None

Tvpe of Report: Interim
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Title of Project: WRAMC Protocol 7301 - The Use of Cholestyramine in
Metastatic Carcinoma of the Prostate and Ovary and

Other Malignancies.

Investigator: Johannes Blom, MD

Objectives: To observe response in metastatic carcinoma of the prostate
and ovary and other malignancies.

Technical Approach: Cholestyramine (questran) 4 mg (one packet) placed
in a preferred beverage three times daily. Because
of interference with the absorption of 1lipid soluble
vitamins, 2 ml of polyvisol will be administered

daily.

Progress and Results: Five patients were entered on this study. Three
patients had no response or progressive disease.
One patient had minimal response, but progressed.
One patient had initial subjective improvement but
progressed on day 110.

Conclusions: This study was closed.

Side Effects/Complications: No unusual/unexpected side effects were (
encountered.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
Progress Report.

Publications: None

Type of Report: Final
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Work Unit No.: 1603 X

Title of Project: WRAMC Protocol 7206 - The Use of Methyl-CCNU (1-(2-
chloroethyl)-3-(4-methyleyclohexyl)-1l-nitrosourea-1)
(NSC 95441) in the Treatment of Brain Tumors

In. estigator: Johannes Blom, MD

Objectives: To evaluate the effectiveness of MeCCNU in the treatment of !
CNS tumors as measured by tumor shrinkage with possible '
neurological improvement and duration of survival.

Technical Approach: Patients are divided into good risk and poor risk
groups. The good risk group will receive adriamycin
60 mg/m?2 and DIC 250 mg/m? for 5 days. The poor
risk group will receive adriamycin 45 mg/m2 and DIC
200 mg/m? for 5 days. .

Progress and Results: Fifty-five patients have been entered on study.
0f the 43 histologic tissue for review, there
were 23 patients with astrocytoma grade III and
IV; ten patients with astrocytoma grade I and II;
one patient each with cerebellar astrocytoma and
ependymoblastoma; and eight with metastatic disease. |
Six patients were lost to follow-up or no receant
information is available. Twenty-nine patients
were begun on treatment after completion of surgery
and radiation to the brain. Two of these had
grade II astrocytomas with recurrence for which
they received further radiation therapy and were
then placed on chemotherapy. One patient relapsed
on day 762 and the other on day 889. Four of these
29 patients had grade II astrocytomas and are
stable from 274 to 1355 days, however one relapsed
at 577 days. Twenty patients remained stable or
became asymptomatic until they had progressive
disease and subsequently expired from 15 to 549
days. One remaining patient has been stable for
205 days at last follow-up. The other remaining
patient expired on day 450. Eleven patients were C
placed on study when they had evidence of progressive
digease, one obtained a complete remission and
relapsed on day 594. Ten patients remained on
study until further progression or death from 37
to 625 days. Twenty~four patients had progressive
disease and all expired shortly thereafter. One
patient had an improvement of his clinical condition
but progression of his disease by day 594.
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Twenty-two patients were entered on study after
surgery and radiation therapy when their condition
was stable. Twelve patients relapsed from 19 to
770 days after entry on the study. Five patients
remain on study from 180 to 1800 days at last
follow-up. The mean survival on this protocol.is
now 54 weeks with a median of 47 weeks.

Conclusions: Treatment efficacy is found to be minimal. The efficacy
of the chemotherapy after surgery and radiation therapy
will need further evaluation, possibly with different
agents, combinations or radiosensitizing drugs.

Side Effects/Complications: No unusual/unexpected side effects were

encountered.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual

Progress Report.

Publications: None

Type of Report: Interim. No patient entries have been made since

September 1978. Those patients surviving will continue
to be followed.
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gv) Work Unit Yo.: 1604 .

Title of Project: WRAMC Protocol 7205 -~ Phase II Protocol Combination
Chemotherapy with Dimechyl-Triazeno Imidazole Carbox-
amide (DTIC) and Adriamycin in Soft Tissue and Bone
Sarcomas

Investigator: Johannes Blom, D

Objectives: To determine the efficacy of combination chemotherapy with
DTIC and adriamycin in patients with soft tissue and bone
sarcomas, and to evaluate the toxicity of this combination
of agents.

Technical Approach: Good risk patients:
Adriamycin 60 mg/m2 day 1 in rapid I.V. infusion
DTIC 250 mg/m? I.V. x5 days

Poor risk patients:
Adriamycin 45 mg/m? day 1 in rapid I.V. infusion
DTIC 200 mg/m2 I.V. x5 days

Progress and Results: Thirty-eight patients have been entered on the
study. Nine patients are lost to follow-up or
no recent follow-up is available; two patients are
not evaluable; one patient refused treatment, and
( one was invalid because at autopsy the diagnosis
- was renal cell carcinoma. One patient had a com-
plete remission and relapsed at day 677. One
patiznt remains in complete remission at day 924.
One patient received the treatment as adjuvant,
but had progressive disease by day 44. Three
patients had a partial remission, ten had progres-
sive disease, and ten had stable disease or no
response.

Conclusions: Although patients with a variety of sarcomas have been
entered on this study, the overall response rate is rather
low., However, many of these patients had far-advanced
disease. The study was closed to patient entry on 13
May 1978. Five patients are still being followed for
survival studies.

Side Tffacts’/Complications: Yo unusual/unexpected side effects were
encountered.

Funds Utilized FY 79/Requested FY 80: Sae Introductorv Remarks to Annual
Prograss Report
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Work Unit No.: 16190

Title of Project: WRAMC Protocol 7307 - Phase I-II Evaluation of Dibro-
modulcitol in Previously Treated Patients with
Metastatic Carcinoma of the Breast (NCI Bl34)

Investigator: Johannes Blom, MD

Objectives: GEvaluation of dibromodulcitol in patients who have been
treated with and are resistant to standard modes of therapy.

Technical Aporoach: Dibromodulecitol p.o. days 1-10 each 2l-day cycle

Progress and Results: Fifteen patients have been entered on study. One
patiant is free of disease on day 1082. All other
patients had progressive disease.

Conclusiong: Twenty-nine patients were entered by all participating
institutions. A response was observed in four patients.

Side Effects/Complications: Low blood counts.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
Progress Report

Publications: None since 1976,

Type of Report: Interim. The study was closed to patient entry in

December 1977.
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Work Unit No.: 1613

Title of Project: WRAMC Protocol 7402 ~ Protocol for Adjuvant Therapy
of Stage II Testicular Carcinoma with Chemotherapy
(Actinomycin~D and Chlorambucil), Radiation Therapy
or Chemotherapy plus Radiation Therapy after Retro-
peritoneal Lymph Node Dissection

Investigator: Johannes Blom, MD

Objectives: To determine which is the best form of therapy in patients
with stage I1 carcinoma of the testicle after radical
lymphadenectomy.

Technical Approach: Patients who had all tumor removed at the time of
radical retroperitoneal lymph node dissection are
randomly assigned to one of three forms of therapy,
radiation therapy, chemotherapy or chemotherapy plus
radiation therapy. The chemotherapy will he conti iued
intermittently for three years and will consist of
actinomycin-D and chlorambucil. Patients who have
residual tumor in the abdomen after radical retro-
peritoneal dissection are randomized between two
forms of therapy, radiation therapy and chemotherapy :
plus radiation therapy. -

Progress and Results: WRAMC entered four patients on this study. Two
patients had chemotherapy aid two patients had
radiation therapy. Both patients who received
chemotherapy relapsed. The patients who received
radiation therapy have been lost to follow-up.

Conclusions: None

Side Effects/Complications: None

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
Progress Report

Publications: None

Type of Report: Final. This was a national study under the auspices of
the National Cancer Institute in which several institutions
participated. However, because of lack of entry of
patients onto the study, it was discontinued on 26 January
1976,
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Work Unit No.: 1621

Ticle of Project: WRAMC Protocol 7208 - Phase II Protocol S5-Azacytidine
in Acute Leukemia.

Investigator: Johannes Blom, MD

Objectives: To determine the effectiveness of 5-azacytidine in the treat-
uwent of acute leukemia resistant to standard therapy.

Technizal Approach: S-azacytidine 250 mg/tn2 I.V, daily x5 in 3 divided
infusions every 8 hours. This course will be
repeated every 2 weeks,

Progress and Results: Fourtean patients were entered on the study. None
were entered during the past year, Thirteen
patients had myelogenous leukemia in a blastic
phase resistant to standard agents. One patient
had acute lymphocytic leukemia. One patient was
lost to follow-up, one had a complete remission
but relapsed and died within 1 month, one had a
partial remission, and ten had no response.

Conclusions: S=azacytidine is a minimally effective agent in the treat-
ment of resistant adult acute myelogenous leukemia. This
protocol was closed tc new patient eatry in August 1979.

Side Effacrs/Complicaticns: It is very hard to separate the toxicity

from the extremely ill health and deterior-
ating status of these patients. Other than
one possible episode of drug-related faver,
no extraordinary complications were 2ancountered.

*nds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
Progress Report.

Pyblications: None

Tvype of Reporc: Final
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Work Unit No.: 1626

Title of Project: WRAMC Protocol 7405 - Treatment of Advanced Renal
Cell Carcinoma with a Combination of 1-(chlorethyl)-3-
cyclohexyl-l-nitrosourea (CCNU) (NSC 79037) and
Bleomycin (NSC 125066)

Investigator: Johannes Blom, MD

Objectives: To evaluate the effectiveness of CCNU and bleomycin in the
treatment of advanced renal cell carcinoma and to measure
survival of these patients.

Technical Approach:

Basic Protocol - Induction: CCNU 130 mg/m2 p.0. every 6 weeks
Bleomycin 15 mg I.V. once a week

Maintenance: CCNU 130 mg/m2 p.o. every 6 weeks
Bleomycin 15 mg I.V. every 3 weeks, not
to exceed the maximum total dose of
210 mg/m?.

Patients with complete or partial remis-
sions after 3 induction courses will
receive maintenance therapy. L

Addendum #1 - The following changes were made to the basic protocol:

Bleomycin will be given I.M. and the dose on day 22
of the maintenance phase is deleted.

Progress and Results: Thirty-one patients were entered on study. Ten
patients were entered for adjuvant treatment of
whom eight remain without evidence of disease from
848 to 1812 days. Two patients relapsed at 152
and 222 days. Two patients are lost to follow-up
and one chart was non-evaluable. In four patients
the drugs were discontinued because of drug
toxicity (two pancytopenia, two increased dyspnea).
Two patients developed severe pulmonary toxicity
with dyspnea after total doses of bleomycin of
180 mg and 270 mg, and both subsequently died.
None of 16 patients with metastatic disease had
a response to the treatment.

Conclusions: No patients with metastatic disease have responded to treat-
ment. Two patients given adjuvant treatment have died of
progressive pulmonary toxicity. ULack of resul%s in meta-
static disease and high risk of bleomycin drug toxicity
have led to closure of this protocol. (




See above.

Side Effects/Complications

See Introductory Remarks to Annual
Progress Report
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Work Unit No.: 1627

Title of Project: WRAMC Protocol 7404, with 2 addenda - Immunclogical
Evaluation and Immunotherapy of Patients with Catcinoma

of the Lung

Investigator: Johannes Blom, MD

Objectives: 1. To investigate the therapeutic efficacy of BCG given
by dermal scarification in patients with carcinoma of

the lung.

2. To iavestigate the therapeutic efficacy of the combination
of BCG and allogeneic tumor cells in patients with
carcinoma of the lung.

3. To correlate in vitro and in vivo measurements of
cellular immunity with the clinical status of the patient.

Technical Approach:

Basic Protocol ~ Patients were put into three broad groups based on the
extent of disease:

A patients

B patients

C patients

Radiotherapy

surgically resectable disease (no
clinically detectable tumor after
surgery)

surgically treatable for the bulk of
tumor, but not completely locally
resectable (palliative resectiom), or
raesidual disease treatable by local
radiotherapy (after 1) or primary
disease treatable by radiotherapy
(patients in whom surgery is contra-
indicated).

patients with metastatic disease.

—
P

1) "Curative Intent" - B patients:

When no distant metastases are clinically
detectable, 5000 rads delivered at 900-
1000 rads weekly in divided doses to

the primary tumor, adjacent mediastinum
and hilar region followed by an addi-
tional 1000-15000 rads to the primary
tumor only,

2) "Palliative Intent" - To be given

to the primary site of tumor in all C
patients and may be given at the dis-
cretion of the physician to local tumor
masses in C patients during chemotherapy
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Addendum #2 - 1)

Chemotherapy -

Immunotherapy -

for metastatic disease if clinical
symptoms warrant it. 3000 rads over
2 weeks will be administered to the
local symptomatic area only.

A patients - no chemotherapy

B patients - will be treated with chemo-
therapy as C patients after they have
finished their radiotherapy.

C patients - All patients will be
treated with chemotherapy as follows:

Cytoxan 500 mg/m

Methotrexate 40 mg/m2

Vincristine 2.0 mg
total dose intravenously on days 1 and
8 of a 28-day cycle. Chemotherapy will
continue for a two-year period. Patients
randomized to receive BCG or a BCG plus
allogeneic tumor will receive these
materials on days 1 and 21 of the 28«
day cycle,

All patients will be randomized into
3 groups:

1) Control Group - no immunotherapy.

2) Non-specific active immunotherapy
(BCG only) every 2 weeks by Heaf
gun dermal scarification.

3) Specific active immunotherapy
(BCG _ allogeneic cells). These
patients will receive BCG as out-
lined above and in addition will
receive allogeneic tumor cells
in the extremity at the same visit.
These cells will be intradermally
and subcutaneously injected
adjacent to the BCG scarification.

Because of early rasults indicating no objective

value of immunotherapy and chemotherapy vs chemotherapy
alone in class B and C patients, the scope of this
protocol will be reduced, and only those patients
classified as "A" or Stage I will be eligible for

treatment.
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2) TImmunotherapy:

Addendum #1 - 1)

2)

a) TFollowing surgical resection of their disease,
patients classified as "A" (the equivalent of
Stage I or T,, Ng, My, T3, Ny, M) will be

1* 0 1r N1 ™0
randomized to one of two treatment groups.

b) Group I will be a control group who will receive
no therapy; group II will receive nonspecific
immunotherapy consisting of BCG given by Heaf gun
scarification every 2 weeks or as tolerated.
Specific active immunotherapy with BCG plus
allogeneic cells will not be utilized.

Modification of chemotherapy dose because of signifi-
cant hematologic toxicity:
Cytoxan 250 mg/m2 I.V. days 1
Methotrexate 20 mg/m2 and 8 of 28-
Vincristine 1.4 mg/m? (2 mg maximum) day cycle

Immunotherapy: The first administration will be BCG
alone. Each subsequent administration will be BCG
and tumor cells. The tumor cells, however, will be
injected intradermally and subcutaneously within 2 cm
(lateral or medial) of the previous site of BCG scari~
fication (i.e. the site which is about 2 weeks o0ld).

Progress and Results: No patients were entered during the last year.

Thirty-nine patients were entered on the study.
Sixteen patients with Stage A(I) were entered.
One was non-evaluable., Of the six control, five
have relapsed and one remains with no evidence of
disease. However, seven of nine patients treated
with BCG remain in remission. One patient has
developed a marginal recurrence and is now in
remission after radiation therapy. Only one of
the Stage B patients (treated with BCG) remains
in remigsion. The others have all relapsed.

Conclusions: Based on results at WRAMC, National Naval Medical Center,
and Portsmouth Naval Hospital, patients with early stage
disease (A) treated with BCG appear to have an improved
survival. No benefit is seen in B and C patients. A new
study is being developed which includes specific and non-
specific immunotherapy.

Side Effects/Complications: One case of chronic hepatitis was seen. This

may have been secondary to BCG administration.
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(“} Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to
Annual Progress Report.
Publications: A recent update of this study by Perlin et al will be
published in the Internatiomnal Journal of Radiat:on
Jncology.

Type of Report: Interim. The remaining patients on study will be
followed for a minimum of three mora years to determine
the actual rather than projected five-year survival.
The protocol was closed to new patient entry on 16
February 1979.
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Work Unit No.: 1628

Title of Project: WRAMC Protocol 7406 - Chemoimmunotherapy of Carcinoma
of the Large Bowel. Revised December 1976

Investigators:

Principal: Johannes Blom, MD
Associate: MAJ Salvatore J. Scialla, MC

Objectives: To investigate the therapeutic efficacy of BCG by dermal
scarification in patients with carcinoma of the colon or
rectum when combined with 5-FU and combination 5-FU/MeCCNU.

Technical Approach:

All patients are classified according to Duke's C classification:
Type II (Stage Bj) - Extension into but not through muscularis
(Stage By) - Extension to or through serosa; negative nodes
III (Stage Cl) -~ Limited to serosa; positive nodes
(Stage C3) - Extension through serosa; positive nodes

Iy -~ Locally metastatic disease beyond lymphatics, the
bulk of which can be removed, but with some tumor
remaining

- Cannot tolerate surgery
- Tumor of such size or fixed so that surgery would
not be undertaken
V (Stage D) -~ Distant metastases

Surgery Protocol - Surgical resection of colon and rectal cancer is
undertaken when there are no medical or surgical
contraindications and the patient consents to surgery.

Radiotherapy Protocol - "Currative intent" for type IV2 patients
- "Palliative intent" for type V patients

Chemotherapy Protocol -

Type II and III - Starting about 3 weeks after surgery, but no later
than 6 weeks, or when in the judgment of the
physician the patient can tolerate chemotherapy,
these patients will receive 5-FU 10 mg/kg p.o. days
1-5 each 28 days. If the first two courses are
well tolerated without toxicity, this dose will be
increased to 15 mg/kg. Chemotherapy will continue
at least two years.
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(,} Type IV2 - After two weeks (10 doses) of radiation, these patients
will be treated as V patients.

i Type IV1 - About three weeks after surgery, these patients will be
treated as V patients.

Iype IV3 - If after radiotherapy the patient is operable and the tumor
is completely resectable, the patient will begin chemotherapy
as a type II patient. If the tumor is not completely resect-~
able, they will be treated as type V patients. If after
radiotherapy the patient is felt to be inoperable, he will
be treated as a type V patient.

Type V - 5-FU 325 mg/m® I.V. days 1-5 and 36-40 (1 cycle)
MeCCNU 150 mg/mz p.o, day 1
: Each cycle is repeated every 10 weeks (day 71).

O Y

Immunotherapy Protocol -

Type II and III - Patients randomized to receive BCG will have it
administered on days 8, 15, 22 of the chemotherapy
cycle for three zourses then every two weeks (days
8 and 22) thereafter for at least two years.

b Type IV and V - Patients randomized to receive BCG will have it

e ¢ administered on days 22, 27, 57, etc.

§23 (M’ The BCG will be a lyophilized preparation (Phillips Roxane high via-

;§ bility Pasteur 3CG). It will be administered as directed on the BCG

b procedure sheet. TFor severe local reactions, the next dose of BCG

f will not be given.

B, Addendum #3 -\BCG wag discontinued for all new entries and discontinued
ke for patients who had received BCG for six months.

g} Addenda #1 and #2 were incorporated into the revised protocol.

;; Progress and Resu'ts: Seventy-seven patients have been entered on study.
ﬁg Twenty-nine patients were treated in an adjuvant

b setting with either 5-FU or 5-FU plus BCG. There

£ is no evidence of disease in 20 patients from 570

B! to as long as 1740 days. Four patients have

o progressed, three on 3-FU alome on days 131, 365, and
: 395. One patient on 5-FU/BCG progressed by day

b 438 who was a stage B2. Two of the 5~FU alone

Z treated patients were B2 and one was stage C. There

were four patients on whom recent follow-up was
not available. One patient was non-evaluable
receiving less than one course of treatment.
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Forty-eight patients were treated for metastatic
disease. There were 28 evaluable patients.

Five patients received 5-FU, MeCCNU, and BCG -

all have progressive disease from 108 to 300 days.
Twenty-two patients received 5-FU and MeCCNU with
stabilization and subsequent progression in 21
patients from as short as 41 days to as long as
450 days. One patient has been stable without
progression on day 587. One patient was treated
with 5-FU and BCG with progression by day 136.
Eight patients were non-evaluable not completing

a single course of treatment. Seven patients were
not evaluable because they were either not treated
as the schedule indicated, there was no measurable
disease, or there was no histologic confirmation
of a colorectal primary. On four patients there
is no recent follow-up.

Conclusions: It is too early to evaluate the effect of chemotherapy or
chemoimmunotherapy in the adjuvant setting. This chemotherapy
or chemoimmunotherapy has no effect in the management of
colorectal carcinoma in metastatic disease as far as
response or ultimate survival., Adjuvant patients will have
to be followed five years to evaluate its effect on survival.
Side Effects/Complications: Cumulative, but reversible, thrombocytonenia (~
has occurred with MeCCNU,

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
Progress Report

Publicationg: Nome

Type of Report: Interim. The protocol has been closed to patient entry.

™D
M
(]

| A B B R S R T T S
PN




e

IR

-3

[

§ A A e

Work Unit Yo.:

PRSPRREpEN

1629

Titla of Project: Chemoimmunotherapy of Malignant Melanoma. WRAMC 7407

Investigacor:

Johannes 3lom, MD

Objectives: The purpose of this study is to determine if nonspecific
immunotherapy with BCG given by dermal scaxrification is of
value in the treatment of malignant melanoma when used
after surgery in stage I melanoma and in combination with
ICDT (imidazole carboxamide dimethyl triaena) or MeCCNU

in

stage II-IV melanoma.

Technical Approach:

Patient Categories:

Stage I -

Stage II

Stage III
A

B

AB -

Stage IV -

|}

No metastatic disease; primary penetrates beyond the
immediate subepidermal zone.

Local recurrence or metastases within 3 cm of the primary.
No distant metastases, no lymph noda involvement,
Regional metastases more than 3 cm from the primary site.
Intradermal

Regional lymph nodes

Intradermal and regional nodes; no distant metastases.
Distant metastases

Treatment Schedules:

Stage I -

Stage II -

Stage III -

Stage IV -

Within 2 weeks following surgery, treatment with BCG by
dermal scarification weekly x3 months and then every
other week x2] months,

ICDT 700 mg/m“ day 1 every 21 days

BCG on day 7, 12 and 17 every 21 days

This treatment will continue for at least 2 years after
complete remission is achieved until there is evidence
of progressive disease.

Treaced as stage II within 2 weeks of surgery. Therapy
will continue for at least 2 years or until there is
progression of disease.

As soon as the diagnosis has been established, patients
will receive chemoimmunotherapy as described under stage
II. Therapy is continued until there is evidence of
disease proeression.

Progress and Rasults: Forty-three patients have been entered.

Stage I - 16 patients entered
2 no racent follow-up
3 relapses on days 234, 315 and 730+
11 remain with no evidence of recurrence
from 250 to 1092 days
Stage III - 15 patients enterad
2 a0 receat fallow-up
3 relzpsed wizh progressive disease
Sfrom day 23 to 1024
-

néin with no evidenca of disease

b
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Stage IV - 12 patients entered
1 lost to follow-up

11 no response to treatment and died
from day 27 to 119

Conclusions: Chemoimmunotherapy with DTIC and BCG have minimal effec-
tiveness in advanced melanoma. A 687 disease-free survival
at three years for stage I melanoma is not better than
disease-free survival without BCG immunotherapy.

Side Effects/Complications: Local inflammation was experienced with

BCG as expected. There were no disseminated
BCG diseases.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual

Progress Report

Publications: None

Type of Report: Interim. This study was closed to patient entry om
19 May 1978.
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Work Unit No.: 1830

Title of Project: WRAMC Prococol 7408 - Comparative Trial of Tamoxifen
and Fluoxymesterone plus Tamoxifen in Metastatic
3reast Cancer

Investizator: Johannes Blom, YD !

P A

Objectives: Response rates and durations will be compared to assess the i
: relative therapeutic benefit of the two regimens and also the
i quality of survival. Prognostic importance of a varjety of
pretherapy stratification factors will be evaluated.

o Tachnical Approach: Regimen A - Tamoxifen 2 mg/m? p.o. tid

-

Regimen B - Fluoxymesterone 7 mg/mz p.o. bid
Tazoxifen 2 mg/u? p.o. bid

The dcse of tamoxifen will gradually
be increased.

Addendum #1 changed the tamoxifen dose to bid, !

Progress and Results: Thirty-eight patients have been entered, one of |
whom 1is invalid because of taking improper dose. ‘
One patient is too early for evaluation. Omne ’
, patient was removed from study when estrogen )
Kvw receptors were found to be negative., Twenty-nine
patients had no response or progressive disease. ,
Six patients had improvement or stable disease |
from 37 to 1030 days.

Conclusions: Alcthough the response rates are rather low, these are all
patients who have far advanced carcinoma of the breast and
who have not necessarily proven hormone dependency.

Side Eifacts/Ccmplications: Recent data from the tamoxifen studies
indicates that ophthalmic abnormalities may
occur after prolonged use of tamoxifen. De.
Muriel Kaiser at NIH is conducting free eye
examinations on all tamoxifen patients. In
the WRAMC group of patients, one individual
developed fundoscopic changes at a tamoxifen
dosage of 180 mg per day. Current maximum
dosage is 50 mg per day.

Funds Utilized FY 79/Requested FY 80: See Introductory lemarks to Annual
Progress Report

Pudblications: None

Twoe of Rapeors: Iaterim
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Work Unit No.: 1634

Title of Project: WRAMC Protocol 7412 - Metastatic Breast Carcinoma Study
to Evaluate the Effect 6f Cyclophosphamide, Adriamycin
and 5-Fluorouracil vs Adriamycin, Dibromodulcitol and
Vincristine Sequentially Alternating with Cyclophospha=-
mide, Methotrexate and 5-Fluorouracil. This is a study
in cooperation with the National Cancer Institute and'
the National Naval ‘Medical Cénter.

Investigator: Johannes Blom, MD

Objectives: The response rates obtained with the two induction regimeiis
will be compared for their value as primary induction therapy.
Both programs will be compared for their impact upon response
duration. The prognostic importance of selected pre~therapy
stratification factors will be assessed as to their impact
upon response rates, response durations, and survival within
each program.

Technical Approach:

Induction Therapy =~

Regimen A ~ Cytoxan 100 mg/m2 .0. days 1~-14
Adriamycin 20 _mg/m“ I.V., days 1 and 8
5-FU 500 mg/m2 I.V. push days 1 and 8

Each cycle is 28 days. Treatment will continue for two
full cycles and thereafter until patient has progressive
disease or no change or until a total dose of adriamycin
(500 mg/m J.

Regimen B - Adriamyecin 45 mg/m I.V. day 1
Dibromodulcitol 150 mg/m p.o. days 1-10
Vincristine 1.2 mg/m? I.V. days 1, 8, and 15

Each cycle is 28 days. This regimen is given for three
consecutive cycles after which the patient is switched to:

Cytoxan 100 mg/m o. days 1-14
Methotrexate 30 mg/m I.V. push days 1 and 8
5-FU 600 mg/m“ I.V. push days 1 and 8

Each cycle is 28 days. Treatment is continued for three
full cycles after which the patient undergoes sequential
therapy with adriamycin, dibromodulcitol, vincristine
alternating with cytoxan, methotrexate and 5-FU after

[
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each three cycles until either the patient has progres-
sive disease or no change agd is removed from protocol

or a total dose of 500 mg/m® of adriamycin is attained

after which the patient enters the maintenance phase.

Maintenance Thérapy - Cytoxan 100 mg/m .0, days 1-14
Methotrexate 40 mg/m2 I.V. push days 1 and 8
5-FU 600 mg/m? I.V. push days 1 and 8

Bach cycle is 28 days long.

Progress and Results: Twelve patients were entered on study at WRAMC.
Although all patients showed improvement or
stabilization of disease initially, all twelve
patients have since demonstrated progressive
disease from 136 to 1427 days.

Conclucions: Based on 90 evaluable patients entered by participating
institutions there was no significant difference between
responses and duration of response in the two treatment
regimens.

Side Effects/Complications: No unusual/unexpected side effects were
encountered.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
Progress Report

Publications: None since 1977,

Tvpe of Report: Final
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Work Unit No.: 1643

Title of Project: The Use of Auto-Factor IX Concentrate Dried in
the Treatment of Patients with Bléeéding Due to Fac-
tor VIII Inhibitors and the Treatment of Factor
VIII Inhibitors.

Investigator: Daniel B. Kimball, Jr., LTC MC

Objectives: To study the usefulness, efficacy and safety of auto~
factor IX concentrate in the treatment of inhibitors to
factor V1II.

Progress and Results: Since the activation of the study only one
patient has presented with bleeding and an
inhibitor to factor VIII. She was ineligible

for study because of concomitant liver disease.

Conclusions: I desire to keep the study open in order to have the
ability to utilize this investigational agent available
for the treatment of this difficult management problem.

Funds Utilized, FY-79: None

Funding Requirement, FY-80: None h

Publications: None

Type of Report: Interim
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‘ (”J Wwork Unit No.: 1644 i
; Title of Project: WRAMC Protocol 7501 - Evaluation of Adriamycin and
by Cis-Platinum Combination Chemotherapy in Treatment
of Malignant Disease
Investigators:
Principal: Johannes Blom, MD
Associate: MAJ Salvatore J. Scialla, MC
‘ Objectives: To evaluate the antitumor activity of the combination of
T E adriamycin and cis-platinum in previously untreated malignancies \
% that have a low order or respouse to conventional modes of
g therapy such as head and neck carcinoma, squamous and adeno-
: cavcinoma of the lung, metastatic trangsitional cell carcinoma !
of the bladder and renal cell carcinoma.
To evaluate the antitumor activity of this combination in
malignancies that have become refractory to conventional
modes of therapy such as ALL, AML, Hodgkin's disease and
non-Hodgkin's lymphoma, oat cell carcinoma of the lung,
adenocarcinoma of -he prostate, soft tissue sarcoma, and
; multiple myeloma.
(*d* Technlcal Approach: Adriamycin 60 mg/m2 I.V. day 1 avery 21 days i
Cis-platinum 60 mg/m2 I.V Jay 1 every 21 days
Addendunm #1 modified the cis-platinum administration

to reduce the toxic side effects. |

2rogress and Results: Thirty-nine patients have been entered on study. i
Fourteen patients had widespread metastatic prostate
carcinoma. One patient had stabilization of disease
for 454 days, however later progressed. One
patient had a partial remission with decrease of
alkaline phosphatase from 294 to 91; one patient
had relief of bone pain but progressive disease at
day 120, Eight patients had progressive disease
from day 12 to day 246. One patient was not
evaluable receiving cis-platinum alone and two .
patients were lost to follow-up. There were two
patients with adenoid cystic carcinoma; one
obtained relief of bone pain but progressed at
day 119; the other patient had no response and
prograssion on day 90. There were two ovarian
patients; one with stabilization at 270 days, the
other with progressive disease by day 85 who
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expired on day 82. The 17 remaining miscellaneous
tumors included squamous cell.carcinoma of the
‘floor of the mouth, retromoral trigone, squamous
i cell and ddenocarcinoma of thé lung, esophagus,
t bladder, tongué, renal, thyroid, myeloma, soft
: tissue rhabdomyosarcoma and embryonal rhabdomyo-
! sarcoma of the nasopharynx. One patient with

: squamous cell of the esophagus had a partial
remission in a metastatic lymph node, but eXpired
of hypercalcemia on day 121. The remaining
patients had minimal responses with progression
of disease from day 15 to day 158. Three. additional
patients were non-evaluable because one ovarian
patient was lost to follow-up, one patient with
epitheloid tumor of .the foot received only cis-
platinum, and one patient with primary urethral
carcinoma had no measurable disease. One patient
was entered on study, but never received any
chemotherapy. The one breast patient could not
be evaluated because she was given megase with
her chemotherapy.

e e e e e ]

£

Conclusions: Because of the diversity of patients no conclusions can
be made about the small number of similar diseases entered.
‘ Although subjective bone pain reiief was seen in the
prostate patient, more patients must be entered to evaluate (-
the objective response rate.

Side Effects/Complications: The two patients with esophageal carcinoma
and prior radiation had a WBC nadir of 700,
One patient had a partial response. Tlhe
one patient with prostata carcinoma with a
response also had a WBC of 900 and platelet
count of 10,000 at nadir. Dose modifications
will have to be adhered to for massive bone
involvement plus prior radiation therapy.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
Progress Report

Publications: None

Type of Report: Interim. If the same type of tumors continue to be
entered, an additional 60 patients will be needed for
statistical analysis. It is estimated that this accrual
will be completed in 1985,
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Work Unic No.: 1649

“r

Title of Pfojec:: WRAMC Protocol 7602 - Chemoimmunotherapy of Prostatlc“

Carcinoma
Investigators:
Principal: Johannes Blom, MD
Agssociate: LIC Charles F. Miller, MC
Objectives: To study the efficacy of the combination of cyclophosphamide
and 5-fluorouracil with and without BCG immunotherapy in the

treatment of advanced Stage D carcinoma of the prostate,

Technical Approach:

Regimen A - Cyclophosphamide 1000 mg/m2 I.V, onday 1
5-f1uorouracil 600 mg/m® I.V. on days 1 and 8
BCG 6x108 units on days 14 and 21

Regimen B - Cyclophosphamide 1000 mg/m2 I.V. onday 1
5-fluorouracil 600 mg/m* I.V. on days 1 and 8

This cycle to be repeated every 28 days.

Addendum #1 changed the BCG vaccine to the Pasteur strainm, 2-8x108 viable
units,

Progress and Results: Eighteen patients have beea entered on this study.
Two of these patients have been lost to follow-up
and three patients ave alive as of September 1979.
One patient has had complete remission of pulmonary
metastases and continues on therapy 14 months from
iniciation of therapy. 7Two other patients have
had partial remissions with durations of 9-11 months.
One patient had a mixed response with complete
remission of nodal disease and stable bony metas-
tases (duration 9.5 months). Of interest is the
observation that all objective ‘responses occurred
in either nodal or pulmonary metastases. No
objective responses of bone metastases were noted,
however subjective disease in pain was frequent.
Median survival on study is 38 weeks from onset
of therapy. The response rate seen (PR+CR) with
this combination is approximately 22%Z which is
favorably comparable to other studies.
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Conclusions: Continue study until 20 evaluable patieuts have been entered.

Side Effects/Complications:

&

wine

One patient developed sepsis secondary to a
urinary tract infection at the nadir of his .
chemotherapy bone marrow suppression~ This
patient died on day 12 of therapy. His chemo-
therapy dosage had been décreased by 50%-for
known bone marrow involvement. His sepsis.

was due to urinary tract infection associated
with foley catheterization for treatment of
neurogenic bladder due to curd compression

by tumor.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual

Publications: None

Type of Report: Interim.

Progress Report

Twenty evaluable patients are desired prior

to closure ol this study., These patients should be
entered during the next: year.
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Work Unit No.: -1651

Title of Project: WRAMC Protocol 7604 - Combination Chemotherapy for the
Treatment of Advanced Gastric Carcinoma with either
l-Tetra~-Hydro-2-Furanyl-5-Flizorouracil (Ftorafur), .
Adriamycin and Mitomycin-C vs 5-Fluorouracil, Adria-
mycin and Mitomyein-C. (Addendum #1 eliminated the
use of Ftorafur. This is a study in cooperation with
the Oncology Service, Georgetown University Hospital.)

Investigator: Johannes Blom, MD

Objectives: To study the efficacy of and compare the results of treatment
with Ftorafur, adriamycin, and mitomycin~C with 5-fluorouracil,
adriamycin, and mitomycin-C.

Technical Approach: Ftorafur 1500 mg/m2 I.V. days 1-5 during week 1 and 5
of each 8-week cysle

Adriamyein 30 mg/a¢ L.V, da:3 1 and 29
Mitomyein~C 10 wg/m? I.V. day 1 of each 8-week cycle

S5-fluorouracil 600 mg/m2 1.V, days 1 and 8 and days
29 snd 36 of each_ 8-week cycle

Adriamycin 30 mg/m“ I.V. days 1 and 29 of each 8-
week cycle .

Mitomycin-C 10 mg/m2 1.V, day 1 of each 8-week cycle

Ftorafur was discontinued on 1 July 1977.

Progress and Results: WRAMC entered 18 patients. Of four patients receiving
ftorafur, adriamycin and mitomycin-C, two patients
had progressive disease by day 41 and day 559, one
was non~evaluable receilving one course of therapy,
and one patient was lost to follow-up., Of the
remaining 14 patients, one had a complete remission
of esophageal disease documented on E6D and is
alive on day 349; one patient had greatar than 50%
remission of esophageal metastases by the end of
the second course of treatment and is alive at day
260. Five patients had stabilization and subsequent
progression from as short as day 110 to as long as
347 days. Three patiencs were non-evaluable because
two raceived one course of therapy or less, one had
no measurable disease. Three patients were lost to
follow-up. The final patient has follow-up pending.

Conclusions: In a small number of evaluable patients some activity was
noted. This regimen warrants furcther investigation in a
larger comparative study.
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~ Side Effects/Complications: One patient on Ftorafur had gdtia‘mycj._rg'caréid- Q
. - toxicity at-a total dose of 865 mg (limit:
880 mg). o
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Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
i . ’ Progress Repott '

i1 *
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Publications: ’ ‘None

.

Type of Report: Interim. This study has been closed to patient entry.
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Work Unit No.: 1653

| Title of Project: WRAMC Protocol 7606 Phase I-II Study of High Dose
Methotréxate (MIX) with Citrovorum Factor Rescue for
Children and Adults with Metastatic Osteosarcoma and
Advanced Cliomas of the Brain

Investigators:

Principal: Johannes Blom, MD
5 Associate: COL Frederick B. Ruymann, MC

Objectives: To evaluate the efficacy and kinetics of high dose methotrexate
in the treatment of malignant neoplasms in adults and children.

: Technical Approach: Vincristine 2 mg/mz; maximum dose 2 mg, to be followed
; . - by:
Methotrexate infusion in doses varying from 100-500
ng/kg I.V. over 6 hours, followed by:
Citrovorum rescue 15 mg/m? I.V. every 6 hours for
12 doses beginning 2 hours after completion of the
methotrexate infusion.

Progress and Results: WRAMC entered six patients, one with extraosseous (
. i Ewings sarcoma who was not evaluable. One patient N
with osteosarcoma had stable disease for 300 days.
Two osteosarcoma, one osteochrondrosarcoma, and
one rhabdomycsarcoma had progressive disease.

Conclusions: The study was closed to patient entry on 19 May 1978.

Side Effects/Complications: No unusual/unexpected side effects were
encountered.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
Progress Report.

Publications: None

Type of Report: Final
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Work Uniz No.: 1654

Title of Project: WRAMC Protocol 7601A - The Treatment of Unresectable
Bronchogenic Carcinoma with CCNU (l-(2-chlorethyl)-3-
Cyclohexyl-l-Nitrosourea), Cyclophosphamide, Adrla-
mycin, Procarbazine, Hexamethylmelamine, Methotraxate,
and Irradiation

Investigator: Johannes 3lom, MD

Objectives: To determine the efficacy of combination chemotherapy with
.CCNU, cyclophosphamide, adriamycin, procarbazine, hexamethyl-
melamine, methotraxate, and radiotherapy in remission induc=-
tion and prolongation and survival of patients with unresectable
bronchogenic carcinoma.

Technical Approach: ' v

No prior chemotherapy or radiotherapy:

CCNU 65 mg/m2 p.o., day 1

Cytoxan 500 mg/m2 1.V, push day 1
Adriamycin 30 wg/m? I.V. push day 2 Each 56 days ¢
Hexamethylmelamine 6 mg/kg p.o. days 8-22 ?
Procarbazine 100 mg/m? p.o. days 8-18 !
Methotrexate 40 mg/m? I.V. push on day 50 b

Prior chemotherapy or radiotherapy: !

It must be at least 3 weeks since the last dose of prior chemotherapy
or 2 weeks from the last dose of radiation before patients are started
on this protocol., For these patients, the first and second course of
therapy will be:

CCYU 35 mg/m? p.g. day 1

Cytoxan 250 mg/m“ I.V. push day 1

Adriamycin 15 mg/m“ I.V. push day 2 Each 56 days
Hexamethyimelamine 6 mg/kg p.o. days 8-22

Procarbazine 50 mg/m2 p.o. days 8-18

Methotrexate 20 mg/m“ I.V. push day 30

AR
R

If this dose is tolerated without a nadir WBC of less than 2500 or :
a nadir platelet count of less than 75,000, the third and fourth
courses will be given in the following doses:

CCNU 50 mg/m? p.o. day 1

Cytoxan 375 mg/m2 1.V. push day 1

Adriamycin 25 mg/m~ I.V. push day 2 Each 36 days
Hexamethylmelamine 6 mg/kg p.o. days 3~22

Procarbazine 73 d°/n2 0.9. days 8-18

Mezhotrexate 30 mg/m? I.V. push day 30
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A If these four courses are well tolerated by the above criteria, full
T doses will be given subsequently.
of ; Addendum #1 added the hormone nandralone deconate or normal saline by

randomization procedure.

Progress and Results: WRAMC entered 37 patients, one of which was never
begun on treatment, Six patients received less
than one full cycle of treatment. Three patients
had a complete remission and five had a partial
remission. Iwenty-two patients had no significant
response at all, Only one of the three patients

in complete remission remains in remission on day
882.

e o A ra A

Conclusions: Overall response rate of 25% was correlated with a prolonged
median survival., However, the toxicity associated with
this treatment program was greater than that seen with

i other equally effective, but less intensive, treatments.
4|
f%i Side Effects/Complications: Profound nausea, vomiting, anorexia, and
?{§§ weight loss were experienced. These effects
%é ; appeared to be primarily associated with the
e combined administration of procarbazine and
k7 hexamethylme] amine. (
éﬁ‘ Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
E: Progress Report
I
3;‘ Publications: Miller CF, Weltz MD, Heim WJ, Blom J: Six~-drug combination
b chemotherapy for nonresectable bronchogenic carcinoma.
ﬁf Cancer Treatment Reports (in press).
2
g‘ Type of Report: Interim. The protocol was closed to patient entry on
- 31 May 1977. Hexamethylmelamine was returned to the NCI.
.
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Work Unit No.: 16535

Title of Project: WRAMC Protocol 7607 - Chemoimmunotherapy of Carcinoma
of the Lung using High-Dose Methotrexate and Citro-
vorum Factor with or without BCG. This is a study
in cooperation with the Natiomal Cancer Iastitute
and Bethesda National Naval Medical Center.

Investigators:

Principal: Johannes Blom, MD

Associate: LTIC Charles F. Miller, MC

Objectives: 1. To evaluate the response obtainad with high dose metho=-
trexate plus citrovorum factor rescue and radiation
therapy in patients with residual carcinoma of the lung
rvestricted to the thorax.

2, To evaluate the effect of BCG immunotherapy both in
regard to clinical response to high dose methotrexate
and also to immunologic function.

3. To have this investigation function as a pilot study for
eventuil use of chemoimmunotherapy as an adjuvant
therapy regimen in patients with no residual tumor at §
the time of operation. i

Technical Approach:

Regimen A - High dose methotrexate to begin with 17 mg/kg I.V. over 6
hours, followed by calcium leucovorin rescue 9 mg every 6 '
hours for a total of 12 doses. Doses of methotrexate will
be increased to 50 mg/kg, 100 mg/kg, 200 mg/kg, and 300 mg/
kg. Subsequent to this, radiation therapy 1500 rads will
be given to large ports including the resectad area and the
mediastinum. Subsequant to this, courses of high dose
methotrexate will be continued.

Regimen B - Consists of the same high dose methotrexate plus BCG.

Progress and Results: WRAMC entered seven patients. One patient with

extensive neuroblastoma metastatic to lung had

progressive disease on day 15. One patient who -
received radiation therapy has no avidence of

active tumor on day 890. Five patients progressed

between day 30 and day 120, They have all died.

Conclusions: 3ased upon two studies in the recent literature and the

preliminary results here, high dose methotrexate does not
appear to be efficacious in lung carcinoma. Thersfore,
the study was closed to new patient entry on 2 January 1979.

S3iza Tffacszs. Comoliczacions: Mo unusual/unexpected side effects were

encountered.

S weas




L A P e

3
By
\

TR

——
S IR EI A

[N

L

T R L Ty A A A B R B F BN

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to

Annudl Progress Report.

Publications/Abstracts: None

Type of Report: Interim. The remaining patient will continue to be
followed. Supplies of high dose methotrexate and BCG
were returned to the National Cancer Institute.
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Work Unit No.: 1657

Titlae of Project: WRAMC Protocol 7701 - Velban, Blaomyein, and Cis-
Platinum in the Treatment of Head and Neck Malignancies

Investigators:
Principal: Johannes 3lom, MD

Associate: MAJ Archie W. Brown, Jr., MC
LTIC Jeffrey L. Beremberg, MC
COL Guillermo Garcia-Guerrero, MC
COL Robert L. Henderson, MC

Objectives: To evaluate the efficacy of the combination of velban,
bleomycin, and cis-platinum in squamous cell carcinoma of
the head and neck recurring after radiation, surgery, or
previous chemotherapy. To evaluate the efficacy of this
regimen as pre-operative or pre~radiation treatment in
preventing recurrence.

Technical Approach:

Pre~-Operative/Pre-Radiation Induction:

Velban 4.0 mg/m2 I.V. day 1
Bleomycin 15 mg I.M. _qd days 1-7
Cis-platinum 60 mg/m? I.V. day 8, plus mannitol and fluids

This regimen can be repeated every three weeks, if tolerated, as long

as there is continued tumor regression, up to a maximum of three courses.
Following surgery/radiation/recovery from myelosuppression the patient
will be continued on the iaduction regimen until the total dose of
bleomyein reaches 250 mg/m“ (approximately four induction courses).

Maintenance:

Methotrexare 20 mg/m2 p.o. twice weekly to begin on day 13 from onset
of final induction cqurse.

Cis-platinum 60 ng/m“ will be given every 29 days x3 courses then
every 57 days x3 courses.

Methotrexate will be held the week following cis~platinum to avoid
excessive nmucositis or myelosuppressicn. After completion of six
maintenance courses of cis-platinum, methotrexate alone will be
continued at 20 mg/m? twice weekly for a total of two years.
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Recurrent Disease:

Patients with recurrent disease after previous definitive treatment
will be treated with che induction. regimen every three weeks as long
as there is continugd tumor regression until the maximum dose of
bleomycin (250 mg/m“) has been reached.

Addendum #1 modified the administration of cis-platinum to reduce the
toxic side effects.

The original protocol has been modified in certain circumstances:

Several patients with squamous cell carcinomas originating in other
aresas have been treated with this approach (e.g. esophagus, anus,
cervix).

The maintenance therapy specified has frequently been omitted because
of geographic inaccessibility of many patients.

One patient with very limited cancer of the larynx was treated first
with this regimen and then with laser therapy because she refused
standard surgical therapy.

Progress and Results: Eighty-one patients have been entered on study.

After receiving chemotherapy, most patients on
this study were treated with other modalities such
as radiation or surgery. Therefore, only response
to chemotherapy can be evaluated, however overall
survival resulting from response to chemotherapy

cannot.
RESPONSE STATUS LAST F/U
TUMOR TYPE # PTS CR PR OTHER DEAD NED OTHER
Head and Neck 69 8 29 32 18 16 35
Uterine Cervix 6 0o 0 6 4 0 2
Esophagus 3 0 0 3 2 0 i
Anus 1 1 0 0 0 0 1

Records could not be found on two patients.

Conclusions: The combination of velban, bleomycin, and cis-platinum

has substantial activity in squamous cell carcinoma of
the head and neck, especially in patients without prior
surgery or radiation. This regimen can be given with
reasonable safety from severe toxicity, and without com-
piomising subsequent surgery or radiation.
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Side Effects/Complications: Certain side affects have been observed:
) However, they were not unexpected. They
‘intlude the well-recognized ‘toxicitids-of
these three"chedotlerapeutic agents.

|
1
|
|

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
Progress Report.

Reprints: $300.00 (FY 80)

Type of Report: Interim, Patients are still being entered onto the
study. At the present time we are considering other
studies to be built on the results of this one; but no
formal requests to change this protocol have been
formulated.

s e R R,

Publications: Brown AW Jr, Blom J, Garcia-Guerrero G, Richardson MF,
g g Henderson RL: Combination chemotherapy with vinblastine,
% : bleomycin, and ¢is-diamminedichloroplatinum (II) in '
: t squamous call carcinoma of the head and neck. Cancer

(in press).

This study is being considered for a pllot study of the
Cancer and Leukemia Group 'B.
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B Work Unit No.: 1658

Title of Project: WRAMC ?roiocl 7702 .~ Adjuvant Chemotherapy of
Prostatic Carcinoma.with Adriamycin and Cis-Diammine-
dichloroplatinum II

Investigators:

Principal: LIC Charles F. Miller, MC

Associate: Johannes Blom, MD

Objectives: To compare the efficacy of radiation therapy alone versus
the combination of radiation therapy plus chemotherapy in
the treatment of patients with operatively staged and
histologically proven stage Dl prostatic carcinoma.

: Technical Approach: Regimen A - Whole pelvic irradiation to a total dose
; of 4600 rads with an additional 2000
§ rads to the prostate bed.

Regimen B ~ Radiation therapy as above
Adriamycin 60 mg/m2 I.V. day 1 every
28 days
Cis-Platinum 60 mg/m? I.V. day 1 every
28 days

SR K
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Addendum #1 increased type of patients eligible for
this protocol.

e L
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Addendum #2 modified administration of cis~platinum
to decrease toxic side effects.

o

ki Progress and Results: Two patients have been entered. One patient had
b one course of chemotherapy and refused further

i treatment. The second patient completed his

. adjuvant treatment with no evidence of recurrence
i at day 485.

% Conclugions: Too early for appropriate evaluation.

%

g Side Effects/Complications: Cis-platinum administration was modified to
% reduce toxic side effects.

?

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
Progress Report.

Publications: None

Type of Report: Interim. Study requires a minimum of 14 patients.
Accrual is expected to be completed by 1984.
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Work Unit No.: 1639

Title of Project: WRAMC P:pc&col 7703 -'Hepatic~Artery Infusion with
5-fluorouracil.

‘ !
Investigators:

Principal: Johannes Blom, D

Associate: MAJ Salvatore J. Scialla, MC

Objectives: To study incidence of respomse of hepatic metastatic disease
to this form of therapy as opposed to other forms of
systemic therapy. Also, to provide paliiation and prolonged
survival to this patient group.

Technical Aporoach: Angilographic study of the vascular anatomy and place-
ment of the catheter(s) will be performed by the

i special procedures team. Transbrachial catheterization

is preferred over the transfemoral approach. At

least weekly, and where otherwise indicated, the

catheter position should be confirmed angiographically.

Dilute 5-FU in appropriate volume of infusage and
continue on 24-hour perfusion for preferably 21 days.
Suggested dosage: 5-FU 20 mg/kg/24 hours x4 days,
: Q : subsequently 5-FU 15 mg/kg/24

-~ hours x17 days.

Progress and Results: Seven patients have been entered on the study.
Four patients had colorectal carcinoma, and one
each with hepatoma, cholangiohepatoma, and metastatic
breast carcinoma. Seven patients received less
than a 2l-day course as per protocol. One of these
patients developed gastric ulceration and severe
diarrhea; another had embolization to the distal
upper extremity digits with subsequent vascular
necrosis. The hepatoma patient received only a
10-day course wich minimal improvement; she
expired six weeks later. The patient with the
cholangiohepatoma had no response to a 20-day
course. The breast cancer patient had & l2-day .
course with mouth ulcers, d‘arrhea, leukopenia
and tarombocytopenia secondary to malpositioning
of the catheter. She had a partial remission with
decreasaed LFT's and liver size, but expired two
months later. One patisnt with pancreatic metas-
tases had a slight dezrease in liver size with
stabilization of LFT's during a 15-day infusion.
A patient with well diffsrentiaced adenccarcinoma of
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the rectum with hepatic metastases had an ll-day
course ‘and 19-day course with some improvement,
however shortly theteafter expired., The one
patient with a complete 21. .ay course had progres-
sive disease at day 119 and subsequently déveloped
pulmonary metastases and expired.

Conclusions: Due to technical difficulties the response to prolonged
infusion is difficult to evaluate. The short infusions
were minimally active.

Side Effects/Complications: As noted above.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
Progress Report.

Publicationg: None

Type of Report: Final. Protocol was closed to patient entry in July 1979.
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Work Unit No.: 1661

Title of Project: . Polycythemia Vera Study Group (PVSG) Protocols
Investigators: |

Principal: Daniel B. Kimball, Jr., LTC, MC

Associate: Staff and Fellows of Hematology/Omcology Service

Objectives: To study therapeutic modalities and natural history of
several myeloproliferative diseases.

Technical Aporoach: See details of each protocol listed in Progress
& Results Section.

Progress & Results: In FY 1979, WRAMC followed 6 patients registered
on PVSG Protocols. (Protocol 0l, Protocol 05,
and Protocol 10.)

Protocol Ol: Ms. E J continues to be followed

on this protocol, periodically being phlebotomized
and doing well. This study was designed to compare
three therapuetic modalities for the treatment of
polycythemia rubra vera namely phlebotomy vs
radiation therapy in the form of P32 vs oral
alkalater therapy in the form of chlorambucil.

This study has been closed to further a patient
accrual but data continues to be collected on

the 431 eligible patients randomized. 109 patients
have died; 98 patients had an inicial thrombotic
episode and 31 patients have developed varieties

of cancer with 22 patients having developed
leukemia. The median time on study is 4.8 years.
The risk for a thrombotic event appears to be
roughly 2 time greater for patients treated with
phlebotomy as compared to those treated with P32

or chlorambucil. There were an excessive incidence
of leukemia in the chlorambucil treated group and
for this reason the PVSG voted to discontinue the
use of chlorambucil therapy in this protocol. The
median survival of chlorambucil treated patients

is 8 years, P32 treated patients 10 years and the
median has not been reached in the phlebotomy
treated patients. These differences are noc
statistically significant at the present time

and folleow-up conctinues.,
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Protocol 05: As noted above, the major difficulty
in treating-patients ‘with phlebotomy alone for

their polycythemia rubra vera was the high rate of
thrombotic events in these patients. Because of
this, it was decided to compare phlebotomy combined
with P32 against phlebotomy combined with. continu-
ous aspirin and persantiretherapy. The aspirin

and persantine, it was hypothesed, would reduce

the functional intergity of the circulating

platetet so that the number of thrombotic events
will be decreased. Ms. N B continues to be followed
on this study receiving aspirin therapy. She has
been disqualified nationally since her persantine
therapy had to be discontinued because of persistent
cutaneous toxicity. The patient continues to do
well, Mr. A N was randomized to this protocol in
January 1979 and is also being treated with
phlebotomy and combined with aspirin and persantine
therapy. He has experienced no significant toxicity
to the therapeutic regimen and WMs hematocrit has
been well controlled with phlebotomy. Mr. R B was
just randomized to the study (September 1979) and

is also receiving phlebotomy therapy combined with
aspirin and persantine therapy without problems.
Nationally 82 patients have been randomized to this
study. The time on study has been insufficient

to permit meaningful analysis. No deaths and no
major complications have occurred. Four patients
have been removed from the study because of toxicity
associated with the antiaggegating agents (aspirin
or persantine) including gastrointernal bleeding (2),
gastrointernal intolerance (1), and skin rash (1).
The study continues to accrue patients nationally.

Protocol 10: Two patients at WRAMC have been
randomized to this study which is designed to
compare the therapeutic efficacy of P32 vs an Oral
Alkalating agent phenylalanine mustard (Alkeran)

for the control of primary thrombocytosis. Ms. R B
continues on study with her platelets count controlled
in the normal range on oral Alkeran therapy. She
has experienced no major toxicity and continues to
do well. Mr. B C was randomized to this protocol

on December 1978 and is receiving daily oral Alkeran
therapy for the control of his platelet count. His
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placelet count which was in the range of 1.5 million
at the beginning of therapy gradually fell and is
currently maintained in the normal [range of 260 .to
300 thousand on 1 mg to O. 5 mg per day of Alkeran
therapy. The patient has experienced no signifi-
cant toxicity ocher than a transient leukopenia

in the range of 3600 white count. Nationally 4l
patients have been randomized to the primary
thrombocytosis study and are available for review.
The data indicates date both Alkeran and P32 are
comparably effective in acheiving goocd responses

in patients with this disease within a period of

3 months time. The overall response rate for
Alkeran was approximately 90% while it was 70% for
radicactive phosphorus (P32). There was no signifi-
cant toxicity to either agent. With a short time

of follow-up to date it appears that the duration

of response to radioactive phosphorus be superior

to Alkeran therapy. Two cases of acute leukemia
have developed in this study, 1 in a patient treated
with Alkeran alone and 1 in a patient treated with
Alkeran for 2 years and then switched to radiocactive
phosphorus. Since it is known that acute leukemia
on occasion is a terminal manifestation of acute
primary thrombocytosis the significance of the
development of leukemia in these patients as it
relates to there primary mode of therapy is
uncertain.

Funds Utilized in FY 1979: The PI was provided TDY support for 2 mee:{ngs

of the PVSG which met in New York in November 1978
and May 1979.

Funds Recuested for FY 1980: Request chat TDY funds to support the

Tvpe of Report: Interim

travel of PI and 1 Hematology/Oncology Fellow to
the Semi-Annual Meeting of the PVSG to be held
in New York would be continued.
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Work Unit No.: 1664

Title of Project: WRAMC Protocol 7705 - Metastatic Colorectal Carcinoma

Investigators:

L Y R EROR:

TS e

Principal: Johannes Blom, MD

' Associate: MAJ Martin D. Weltz, MC
T MAJ Salvatore J. Scialla, MC

T R Y
3. k& 2k i 2 3 =2

TR

Objectives: To investigate the therapeutic efficacy of mitomycin-C alone
* versus mitomycin~C plus ICRF-159 in patients with advanced
colorectal neoplasms. To evaluate the hypercoagulable state
which exists in metastatic colon patients.
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Technical Approach: Regimen I - Mitomycin-C 7 mg/m2 I.V. every 6 weeks

i v ARSI B AR At 5

If there i progression after one dose,
or stabilization after two doses,
switch over to Regimen II,

Regimen II - Mitomycin-C 7 mg/m2 I.V. every 6 weeks
3 weeks in divided doses every 8 hours

If there is objective progression after
one course, the patient is to be taken
off protocol.

Addendum #1 changed the randomization. All patients
will be entered on the ICRF-159 plus
mitomycin~C regimen only.

Progress and Results: There have been 25 patients entered on study. Of
the 12 patients receiving two or more courses of
chemotherapy, there were no responses. There was
stabilization with progression of disease from

90 to as long as 135 days. There were five
patients non-evaluable because of receiving in~
adequate dosages or less than two courses of
treatment. Three patients have no recent follow~
up and five patients were lost to follow-up.

Conclusions: The present regimen has no efficacy in colorectal carcinoma
as far as response and survival is concerned.

Yo R R R R

ICRF-159 500 mg/m? p.o. day 1,2,3 every
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Side Effects/Complications: One patient was a protocol violdtion receiving
chemotherapy only five .days after completion
of radiation therapy. She had sustained, but
reversible, leukopenia.

Funds Utilized TY 79/Requestad FY 80: See Introductory Remarks to Annual
Progress Report

Publications: YNone

Type of Report: Interim. This protocol has been closed to patient eatry.
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3 Work Unit No.: 1665 ' ‘ et
Title of Project: WRAMC Protocol 7706 - Treatment of Refréctory Gastro-
intestinal Tumors with Chlorambucil and Methotrexate
Investigators:
'iz ) Principal: Johannes Blom, MD
.g’ Associate: MAJ Martin D. Weltz, MC
.:&' N
.;i‘k Objectives: To test the therapeutic efficacy of chlorambucil and metho-
3% trexate in patients with advanced gastrointestinal tumors.
2 Technical Approach: Chlorambuecil 6.0 mg/m2 days 1-14
g~ Mathotrexate 10 mg/m? days 1,4,8,12 (p.o.)
'i& This course is repeated every 28 days. For patients
g who have had prior chemotherapy or radiotherapy,
‘A 75% of the dosage is given for the first cycle.
%;, Addendun #1 listed drug dose modifications for
%3;, kidney dysfunction.
L :
7 Progress and Results: WRAMC has entered 16 patients on study. Bethesda
s Naval Hospital has entered eight patients. Of the
8 WRAMC patients, two have had stabilization of
é ‘ : disease, one as long as 180 days without progres-
;5 slon. Nine patients have had progression of
2; disease with a period of onset of chemotherapy to
3 death ranging from 43 to 231 days. One patient
o4 was non-evaluable because of a gall bladder primary.
%{ Two patients have no recent follow-up, and two
E patients were lost to follow-up. The Naval Center
?5 evaluation is pending.
2 Conclusion: This combination has no effect on response or survival in
Ez patients with colorectal carcinoma.
?a Side Effects/Complications: No unusual/unexpected side effects were

E encountered.
44

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual

Progress Report.

Publications: None

Type of Report: Interim. The protocol has been closed to new patient
entry.
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Work Unit No.: 1666

Title of Project: WRAMC Protocol 7801 - Protocol for Immunological
Evaluation and Phase One Immunotherapy of Patients
with Various Carcinomas

Investigator: Johannes Blom, D

Cijectives: To perform detailed immune evaluation in patients with tumor
present and with tumor entirely resected, following immuni-
zation with either BCG or C., parvum in an attempt to ascertain
changes in cytotoxicity induced by immune agents and to
determine if Iimmune deprassion in cancer patients can be
reversed. A similar evaluation will be performed in patients
before and after anesthesia and general surgery.

Technical Approach: Following baseline evaluation of immune status,
patients will receive one of eight possible immuno-
sensitizations with various doses of either BCG or
C. parvum. Repeat doses to be determined following
analysis of original response to immunization. Tests
to be performed include:

Lymphoproliferative response to PHA, MLC, tetanus
toxoid, PPD or C. parvum (depending on agent used)
15 ml,
Growth inhibition assay using lymphoid tumor cell :
line (5 ml). i
Cytotoxicity in 5lcr-release assay, agalnst X562
(for NK) and antibody-coated Chang cells (for ADCC)
(10 ml).
E~RFC, 29° and 4° agsays (10 ml).
Serum (5 ml): To measure antibodies active in
ADCC, antigen-antibody complexes, possible
presence of blocking factors in assays of cell-
mediated immunity.
Plasma (volume recovered from separation of
heparinized blood for assays 1-4 will be saved
in aliquots and stored at -=72°C): To measure CEA,
possible presence of human lung tumcr-associated
antigen, immunoglobulin levels.

Agents and doses to be studied include:

BCG (Pasteur, lyophilized), 2-10 x 108 viable
organisms Iin 0.5 ml, inogulated percutaneously

by Heaf gun, in a 5x5 cm® area on thigh
C. parvum (Wellcome clinical preparatlon as sup-~

plied by NCI, DCT), 1.18 mg/n“ subcutaneously.
BCG, 2-10 x 107 viable organisms im 0.5 ml by Heaf gun
C. parvum, 1l mg I.V,
3CG 2-10 th° organ

gaaisms/0.5 ol by Heaf gun
C. parvum 0,12 ng;m= subcutaneously

AR RTINS o
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C. parvum 10 ng/m? subcutaneously
C. parvum 5 mg I.V.

Patients to have studies performed as a baseline
and then on days 1,3,7 or 8, 14 or 15. Skin tests
with PPD, mumps, SKSD, and tetanus toxoid to be
performed on days 7 or 8 and 14 or 15.

Patients with malignant and benign disease under-
going similar types of anesthesia and general
surgery will have the following tests performed:
Lymphoproliferative response to MLC and PHA
IMI, indirect agarose microdroplet assay, with
allogeneic tumor extracts
NK and K cell cytotoxicity
E~RFC 29° and 4° assays
Serum and plasma (described above)

In addition to evaluation prior to surgery, these
studies will be repeated on days 7, 14 and 28 with
skin tests performed on days 7 and 28.

Progress and Results: Nine patients have been entered on study from 123

to 365 days. Seven patients have been vaccinated

with C. parvum; two patients were evaluated and

not vaccinated. (.

Conclusions: Too early for evaluation.

Side Effects/Complications: No unusual/unexpected side effects were
encountered,

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
Progress Report

Publications: None

Type of Report: Interim. Fifty patients are required for this study. It
is expected that accrual will last for approximately two
years.
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Work Unit No.

: 1667

Title of Project: WRAMC Protocol 7803 -~ Metastatic Breast Carcinoma i

Principal:

Associate:

Objectives:

b e AR W

Investigators: !

Johannes Blom, D
Martin D. Weltz, MAJ, MC

To evaluate response rates, mean duration of response and
survival in two patient populations with advanced breast
carcinoma. In the first group, patients who have failed
CMF chemotherapy or single or combination therapy not to
include adriamycin will be randomized to treatment with
BCNU and mitomycin-C vs adriamycin alone, in an attempt to
determine if BCNU and mitomycin-C provide an equivalent or
improved response rate when compared to adriamycin. In the
sacond group, patients who have progressed on CAF regimens
-ad who have had prior exposure to methotrexate will be
randomized to treatment regimen consisting of BCNU, metho-
trexate and vincristine, with and without cytoxan, in an
attempt to test the synmergism of BCNU and cytoxan.

Technical Approach: Those patients who have progressed on CAF or adria-

“~

mycin combinations will be randomized to 1 of 2 '
regimens, '
Regimen I =~ BCNU 100 mg/m? I V infusion day 1
Cytoxan 400 mg/m I. g push day 1
Vineristine 1.4 mg/m® I.V, push day 1
Methotrexate 30 mg/m* I.V., push day 21

This cycle will be repeated every 28
days

Regimzn II - BCNU 100 mg/m2 I.V. in 30 cc of 5%
DSW over 30 minutes_on day 1
Vincristine 1.4 mg/m2 I.V. push day 1
Methotrexate 30 mg/m? I.V. push day 21

This cycle will be repeated every 28
days.

If there is progression on Regimen I after two courses,
the patient is removed from protocol and followed for
survival. If there is progression on Regimen II after
two courses cthe patient will receive Regimen I. 1IZ
there 1s progression on Regimen I after two complete
courses the patient is taken off protocol and

fellowed for survival.
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Progress and Results: Eleven patients have been entered on study, nine
as CMF failures and two as adriamycin failures. '
One adriamycin failure treated with BCNU, cytoxan,
methotrexate, and mitomycin-C died with' progressive
disease on day 80 and the other adriamycin failure
was treated with BCNU and mitomycin-C and progressed
after two courses. Nine patients were treated as
CMF failures. Of four patients randomized to
adriamycin, one refused further therapy on day 86,
one expired with progressive disease on day 361,
one is stable at day 365, ard one progressed on
day 93 and was then treatec with BCNU and mitomycin-~
C and remains stable as of day 85 0f five
patients randomized to BCNU and mitomycin-C, one
progressed on day 74 and expired on day 48 after
being crossed over to adriamycin; one refused
further therapy after one cycle; one progressed
on day 57 and remains stable at day 223 after
being crossed over to adriamycin; one had progressive
disease at one year and was treated with megace; .
and one remains stable as of day 78.

Conclusions: Too early

Side Effects/Complications: No unusual/unexpected side effects were
encountered. -

S~

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
Progress Report

Publications: None

Type of Report: Interim. Sixty patients will be required for this study.
Therefore, the protocol will remain open for approximaely
three years.
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Work Unit No.: 1668

Ticle of Project: WRAMC Protocol 7807 ~ Effect of N-Acetyl-Cysteine on
Adriamycin-Induced Acute Cardiac Damage

Investigators: Johannes 3lom, MD
MAJ Martin D. Weltz, MC

%ﬁ Objectives: To test the effect of N-acetyl-cysteine on adriamycin's i
g% acute cardiac toxicity. The study will provide information !
g,'x : on the development of acute and chromnic cardiomyopathy and :
£ { the possible protective effect of N~acetyl-cysteine. ECG- |
ﬁ, : gated cineangilography will be obtained at regular intervals ;
?% o in patients receiving adriamycin with or without N-acetyl- :
_i;‘ ; cysteine and the rate of progression of the cardiomyopathy i
e ' will be determined in "protected" versus "non-protected" :
. i patients. i
Pt .
i : ’
e | a Technical Approach: A. Randomization

3 ¢ Regimen A - Oral placebo followed in 1 hour .
' 1 by adriamycin 60 mg/m? I.V. every

N 4 weeks

Regimen B -~ Oral N-acetyl-cysteine 5.6 mg/m2
followed in 1 hour by adriamycin
60 mg/m?2 I.V. every 4 weeks

( B. ECG-gated radionuclide cineangiography will be
performed before and again 24 hours after the
£ ' first, fourth, and ninth dose of adriamycin.

C. Echocardiography and systolic time intervals
will be performed immediately following the
radionuclide studies.

X

D. Blood studies to be performed prior to adriamycin
therapy and then 6, 24, 48, 72 hours after
adriamycin, These studies will be done to
establish additional biochemical markers of
cardiac damage or evidence of free radical
damage.

Progress and Results: This is a joint study with the National Cancer
Institute. Approval was recently granted for the
use of N~acetyl-cysteine. Thus far, the NCI has
entered 9 patients, four on adriamycin plus N-
acetyl-cysteine and five on adriamycin alone. Two
patients on the adriamycin alone have developed
congestive heart failure; no patients on adria-
aycin plus N-acetyl-cysteine have developed CHF,
No patients have been 2antered at WRAMC because of
eligibility requirements, however several patients
were coasiderad.

o~
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Conclusions: Too early for appropriate evaluationm.

; Side Effects/Complications: No unusual/unexpected side effects were
encountered.

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual
. Progress Report.

Publications: None

; Type of Report: Interim. Twenty patients will be accrued for this study
; with expected completion date October 1982,
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Work Unitc No.: 1672

Title of Project: Tumor Tissue for Extract Preparation

investigator: Johannes Blom, MD

Objectives: Evaluation of immunotherapy in carcinoma of %he colon using
an antigen prepared from human colon tumor tissue.

Technical Aporoach:

Progress and Results:

Obtain tumor tissue remaining after the Department
of Pathology has obtained the necessary samplas for
diagnostic purposes. Tissue should not be deposited
in formalin, should be kept sterile, and rinsed with
normal saline., Tumor tissue should be trimmed of fat
and other tissue as much as possible. Tissue will be
sent to Dr. Ariel Hollingshead at George Washington
University.

No tissue obtained to date.

Conclusions: No data for evaluation.

Side Effects/Complications: N/A

Funds Utilized FY 79/Requested FY 80: See Introductory Remarks to Annual

Publications: N/A

Progress Report

Type of Report: Interim
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1. Work Unit No.: 1801 , : (w,

&5
Y
[

2. Title of Project: Direct Immunofluorescence in MCID

3. Investigatoxs: :
a. Principal: ROBERT A. DAVIS, LIC, MC, USA
b. Hone

4. Objectives: (Goal of Research)
: ‘ To determine the immunofluorescence pattern ‘n mixed connective tissue disease
and its relationship to lupus erythematosus, scleroderma and dermatomyositis

; and attempt to correlate the immunofluorescence with the ENA titers in these
patients.

; 5. Technical Approach: Perform 4 mm punch biopsies of skin on patients suspected
o of having mixed connective tissue disease. Direct immunofluorescent tests were
: performed on these bilopsies and examined for any abnormal fluorescence,
specifically looking at the dermal epidermal junction and looking at the nuclei
of epidermal cells.

6. Progress and Results: Between July 1, 1978 and June 30, 1979 102 skin biopsies
were submitted for examination by direct immunofluorescence. All of the
tissue, except 2, were submitted by the Department of Dermatology. The Depart-
ment of Allergy and Oral Surgery each submitted one tissue for direct immuno-
fluorescence examination. Biopsy specimens were submitted with the following
diagnosis, MCTD, SLE, DLE, Bullous Pemphigoid, Erythema Multiforme, DH,

- ' Pprphyria Cutanea Tarda, Autoerythrocyted Sensitization, Pemphigus Vulgaris,

Pemphigus Foliaceous, Allergic Vasculitis, Scleroderma, Exfoliative Erythroderma. ~

Final diagnoses could not be obtained in 43 tissues, secondary to unavail-

ability of records. Of the remaining 59 tissues, 3 positives were obtained.

Positive direct immunofluorescence cases were, 1 case of DH (IgA deposition

Dermal Papillae), 1 case of Pronestyl induced LE (I3G Basement Membrane), and

1 case of DLE (IGG, IgM, C3 at Basement Membrane Zone). Inconclusive or non

specific findings were found in 4 cases: 1. C3 deposition at the base-

ment membrane in a questionable case of Subco .rneal Pustular Dermatosis, 2.

1gG deposition at the basement membrane, the significance of which is unknown
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%ﬂ since no clinical data was found, 3. Interceullular IgG, IgA, C3 staining

B in a case reported as EM. 4. 1gG deposition at the basement membrane in a case
e of questionable autoerythrocyte sensitization.

?‘ 7. Conclusions:

b 1. Procedures for improved record keeping have be - 1tuted.

o 2. Controls run regularly

e 3. Discrimination used in tissue submitted for direct immunofluorescent study
i will be encouraged.

i 4. Specimens for direct immunofluorescence from departments other than derma-
I8 tology will be sought,

é: 5. Tissues analized for MCTD were negative.
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Funds Utilized - FY-77:

a. Personnel:

b. Equipment:

c. Supplies:

d. Travel:

e. Other:

f. Funds not Utilized:
Funds Requestad - FY-78:

a. Personnel:

b. Equipment:

¢. Supplies:

d. Travel:

e, Other:
Publications:

Type of Report:

Page 2

ROBERT A. DAVIS, LTC, MC
None

$1,187.00

None

None

$290.00

ROBERT A. DAVIS, LTIC, MC

None

Immunologic reagents, glassware and nmiscellaneous
Items - §3,000.00

$500.00 Immunofluorescent Technique Course,

Dr. Beutner

None

None

Interim
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Unit No.: 1901

Title of Project: The Efficacy of Antisera to Gram Negative Endotoxin
in the Treatment of Gram Negative Sepsis

Investigators:

Principal: Jerald Sadoff, M.D.
Associate: John B. McClain, M.D.

Objective: To evaluate the efficacy of antisera which is made against
a "common antigen' in the core of the endotoxin of gram negative rods
in treating suspected or documented gram negative sepsis.

Technical Approach: Patients with documented or suspected gram negative
sepsis were given antisera in addition to standard antibiotic and
supportive therapy. The antisera were administered in a double blind
fashion in that two units had been prepared from each donor; one ob-
tained pre-immunization and one post-immunization. An individual
patient would receive either the pre or post-immunization sera. The
patients were clinically evaluated pre and post therapy by the investi-
gators and the data recorded on standard flow sheets. This clinical
information was then relayed to Dr. Elizabeth Ziegler at the University
of California in San Diego, who is zoordinating this multi-center
study.

Progress and Results: During FY 79, 1l units of antisera were given
without significant complications. The efficacy of the antisera has
not been determined as the code in this double blind study has not
yet been brokem. Only 40 more units need to be given., in the nation-
wide trial before the code will be broken. This should occur sometime
in FY 1980 at which time a final progress report on the entire study
will be submitted.

Laboratory Studies: It was noted in earlier progress reports that
normal sera contained J-5 antibody by solid phase radioimmunoassay.
Accordingly gamma globulin pools from Parke Davis, Armour Pharma-
ceutical, Green Cross of Japan, Cutter Pharmateutical, and Hyland
were tested for anti-J-5 antibody levels were found in the 3.5-10.0
mgm/ml range. Experimental lots prepared by these manufacturers for
intravenous use were then tested for J-5 antibody and found to have
similar levels on a microgram of J-5 antibody per microgram antibody
protein. One of these lots (Armour) is being tested in burned rats
and neutropenic rabbits for efficacy.

Conclusions: 1) J-5 serum from vaccinated humans may be effective
against shock and to gram negative sepsis but definite answers
await completion of the study which should occur mid-FY 1980.




2) Gamma glotulin prepared for I.Y. use may provide the same prctaction

as serum f{rom vaccinated paciesnts. Intravenous gamma globulin may pro- '
vide a becter route for J=5 administration. :

Funds Utilized ¥Y 79:

Funding Requiremencs FY-80: 31000.00

Publications: None

Iyve of Report: Annual Report. Interim
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Work Unit No.: 1903 e

-

Title ‘of Préjéct: Persistence of T. Pallidum in Neurosyphilis

Investigators:

Principal Investigator: Edmund C. Tramont, LTC MC_ o

Associate Investigator: Shannon Harrison, CPT MC

Objective: To determine the frequency with which Treponema pallidum can
be isolated from the cerebrospinal fluid (CSF) of patients who have re-
ceived recommended course of treatment for 1 or 2 syphilis, and to
examine the CSF of these patients to determine whether improved pro-
cedures for detecting early neurosyphilis can be devised.

Progress and Results: The CSF of 14 patients were studied by injecting
rabbit testes. The experiments were carried through 3 passages. No
rabbits were positive.

An attempt to determine the minimal infective dose was unsuccessful
due to problems with the strain of rabbits.

Conclusions: It is too early to determine the results of these studies.

Funding Requirements FY-79:

Funding Requirements FY-80: $10,000.00

Publications:

Tramont, E.C., Chapter 180, Treponema pallidum (syphilis).
in Principles & Practice of Infectious Disease, ‘- 1979,
Editors Mandell, Bennett and Douglas, McGraw Hill, New York.

Type of Report: Interim.
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Work Unit No.: 1904

e

Title of Project: Access Shunt Infections on Patients Undergoing Kidney
Dialysis.

Investigacors:

Principal Investigator: Alan S. Cross, M.D. -

- -

Qb;ecc%ve: To study the value of access shunt cultures in the diagnosis of
infection.

Progress and Results: Sixty-four sets of quantitative blood cultures from both
the access site and a peripheral vein were obtained in twenty-six patients sus-
pected of having an access site infection. These were compared to 65 sets of
quantitacive cultures from 16 control pacients. Three patients had a signifi-
cancly higher bacterial colony count at the access than from the peripheral
culture ("step-up') suggestive of an access site infection. Four patients
with bacteremia had no set-up in bacterial counts indicating another source

of infection. One hundred-seven sets of cultures from 16 control and 16 study
patients were negative. None of these patients followed for up to one year
developed an access site i{nfection. Quantitative cultures were helpful both
in the diagnosis and management of access site infectione in patients under-
going chronic hemodialysis (Table 1 and Table 2).

Conclusions: This technique is now being used to assess access shunt infections
in our dialysis patients.

Funding Requirements, FY-79: $5,000.00 _(‘”

Funding Requirements, FY-80: $5,000.00

Publications:

Cross, A.S. (abstract) Diagnosis of Access Site Infeccions in Patients
Undergoing Chronic Hemodialysis. Submitted for publication.,

Type of Report: Interim.

L. The numbers of i 1
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Table 1. Characteristics of Study and Control Patient Groups

Patients with
Suspected Access Site

Infection Controls thaL
Access Site Culture + - + -
: no [ NO ) nO . nO .
Patients 10 16 g 16 42
Patients with A-V Fistula 8 16 0 14 38
 Patients with A-V cannula 1 1 0 2 4
No. of access site |
cultures 1 53 1 54 129
No. of peripheral :
cultures 10 49 1" 54 124
Signs of Infection .
Erythema 1* 9 10
Pain 0 10 10
Edema 0 10 10
Drainage 8 6 14
Hematoma 0 9 9
Bacteremia 4 5 9
Fever alone 0. 9 9
13 L) v
Antibiotic use at the time of culture
Inappropriate ¢ 3 0 1 )
Culture-negative episode
before therapy 0 3 0 1 4
Therapy for previous
culture-positive
episode 0 S 0 4 13
Cult